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CLAIMS: 

What we claim is: 

1. A compound having the structure: 



Z2 



wherein 

Xi, X2, X3 X4, X5, and Xg are each ring atoms defining 
a 6 menibered heterocyclic or aromatic ring; 
10 Xi, X2, and X4 are independently carbon or nitrogen; 

X3 is carbon; 

X5 and Xg are independently carbon, nitrogen, oxygen 
or sulfur, provided at least one of Xi, X4, and Xg is other 
than carbon when X2 is carbon; 

15 Li, L3 and L4 are linkages through which Z^, Z3, and 

Z4, respectively, are covalently bonded to different ring 
atoms of the 6 membered heterocyclic or aromatic ring 
defined by X^, X2, X3, X4, X5, and Xg, wherein is 
covalently bonded to Xi, Z3 is covalently bonded to X3, and 

20 Z4 is covalently bonded to X4,. each of L^, L3 and L4 

independently being a covalent bond or comprising one or 
more atoms through which Z^, Z3, and Z4 are covalently 
bonded to X^, X3 and X4, respectively; 

Z3 is a substituted hydrocarbyl, or a 5 or 6 

25 membered substituted heterocyclic or aromatic ring, the 

substituents of the hydrocarbyl or ring comprising an 
amidine, guanidine, amino, or aminoalkyl group / the ring 
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atoms of the 5 or 6 membered heterocyclic or iaromatic 
ring of Z3 being carbon, sulfur, nitrogen, or oxygen, 
wherein the 5 or 6 membered ring is optionally 
substituted at any position with halogen, hydroxy, or 
5 alkyl; 

Z4 comprises hydrocarbyl, substituted hydrocarbyl or 
. a 5 or 6 -membered heterocyclic ring, the ring atoms of 
the 5 or 6-membered heterocyclic ring being carbon, 
sulfur, nitrogen or oxygen; 
10 Zi is hydrogen, hydrocarbyl, or substituted 

hydrocarbyl ; and 

Z2 is a hydrogen bond acceptor covalently or datively 
bonded to Xg. 

2 - The compound of claim 1 wherein 
15 Z3 comprises a 5 or 6 membered heterocyclic or 

aromatic ring substituted with an amidine group, the ring 
atoms of the 5 or 6 membered heterocyclic or aromatic 
ring of Z3 being carbon, sulfur, nitrogen, or oxygen, 
wherein the 5 or 6 membered ring is optionally 
20 substituted at any position with halogen, hydroxy, or 

alkyl ; 

Z4 comprises a 5 or 6 membered heterocyclic or 
carboxylic ring, the ring atoms of the 5 or 6 membered 
heterocyclic or carboxylic ring of Z4 being carbon, 
25 nitrogen, oxygen, or sulfur; and 

Zi is hydrocarbyl or substituted hydrocarbyl. 

3 . The compound of claim 2 wherein the 5 or 6 
membered heterocyclic or carbocyclic ring comprising Z4 is 
substituted with two substituents, R42 and R44, and two 
30 ring atoms each of which is in the beta position relative 

to the ring atom of Z4 through which Z4 is covalently 
linked to X4, wherein one of R42 and R44 is covalently 
bonded to one of said beta positions and the other of R42 
and R44 is covalently bonded to the other of said beta 
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positions. ' 

4. The compound of claim 3 wherein R42 is amino and 
R44 is hydrogen, hydrocarbyl, substituted hydrocarbyl, 
heterocyclo, halogen, or a substituted or unsubstituted 
heteroatom selected from nitrogen, oxygen, sulfur and 
phosphorous . 

5. The compound of claim 2 wherein the 5 or 6 
membered heterocyclic or aromatic ring comprising Z3 is 
optionally substituted at any position with fluorine, 
methyl or hydroxy. 

6. The compound of each of claims 1, 2 or 3 
wherein the 5 or 6 membered heterocyclic or aromatic ring 
comprising Z3 is substituted with a derivatived amidine 
which, upon hydrolysis, oxidation, reduction or 
elimination yields an amidine group. 

7. The compound of claim 1 or 2 wherein L3 is 
selected from the group consisting of a glycine 
derivative, an alanine derivative, an amino derivative, 
or a sulfonyl derivative. 

8 . The compound of claim 1 or 2 wherein Li is 
covalently bonded directly to Xg to form^ a fused ring. 

9. The compound of claim 1 or 2 wherein is -XgNH- 
wherein Xg is covalently bonded directly to Zj, and X9 is a 
direct bond or -(CHj)^- wherein m is 1 to 5. 

10. The compound of each of claims 1, 2 or 3 
wherein L3 is -CHjCONHCHg- - 

11. The compound of claim 3 wherein R44 is hydrogen, 
hydrocarbyl, substituted hydrocarbyl, heteroaryl, 
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heterocyclo, halogen, acetamido, guanidino, hydroxy, 
nitro, amino, amidosulf onyl, acylamido, hydrocarbyloxy, 
substituted hydrocarbyloxy, hydrocarbylthio, substituted 
hydrocarbylthio, hydrocarbylsulfonyl, or substituted 
5 hydrocarbylsulfonyl. 

. 12 . The compound of claim 2 , having the structure : 




10 Wherein 

Zi, Zj, Z3, Xi, X2, X3 X4, Xg, and Xg are as defined in 
claim 2; 

X5 is a direct bond or -(CHa)^- where m is 1 or 2; and 
Z4 is as defined in claim 3 . 

15 

13. The compound of claim 12 wherein Z^, Zj, Z3, and 
Z4 are as defined in claim 6. 

14 . The compound of each of claims 2, 3 or 12 

20 wherein X2 is carbon and Z2 is hydrogen, fluorine, oxygen, 

or sulfur. 



15. The compound of each of claims 2, 3 or 12 
wherein X2 is nitrogen and Zj is hydrogen, an electron 
pair, or a hydrogen bond acceptor. 

25 16. The compound of each of claims 2, 3 or 12 

wherein Xj is nitrogen and Zj is hydrogen or oxygen.. 

17. The compound of each of claims 2, 3 or 12 
wherein X5 is carbon optionally substituted with a 
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halogen . 

18. The compound of each of claims 2, 3 or 12 
wherein Z3 is -R300C (=NR3oJNR302R303 / wherein R300 is a 6 
membered carbocyclic aromatic ring, R301, R302/ R303 

5 independently selected from hydrogen, optionally 

substituted hydrocarbyl, and optionally substituted 
hetero atoms selected from the group consisting of 
halogen, oxygen, nitrogen, phosphorous and sulfur. 

19. The compound of each of claims 2, 3 or 12 
10 wherein Z3 is -R300C (=NR3oi) NR302R303/ R300 is a 6 membered 

carbocyclic aromatic ring, and at least two of R301, R302' 
R303 are ring atoms of a heterocyclic ring. 

20. The compound of each of claims 2, 3 or 12 
wherein Z3 is -R300C (=NR3oi)NR302R303/ R300 is a 6 membered 

15 carbocyclic aromatic ring, and at least one of R301, R302/ 

R303 are ring atoms of a heterocyclic ring fused to Raoo- 

21. The compound of claim 20 wherein Z3 is benzene 
substituted with a derivatived amidine which, upon 

20 hydrolysis, oxidation, reduction or elimination under 

physiological conditions yields an amidine group. 

22. The compound of claim 21 wherein Z4 is a 
sxabstituted, 6 member, carbocyclic aromatic ring. 

23. The compound of each of claims 2, 3, or 12 
25 wherein Z4 is 
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R42 




R45 



R42 is amino; 

R44 is hydrocarbyl, siibstituted hydrocarbyl, haloen 
or an optionally substituted hetero atom selected from 
the group consisting of oxygen, nitrogen, and sulfur; and 

R43 and R45 are independently hydrogen, and 
hydrocarbyl, substituted hydrocarbyl, halogen or an 
optionally substituted hetero atom selected from the 
group consisting of oxygen, nitrogen, and sulfur. 

24. The compound of claim 23 wherein R44 is 
hydrocarbyl, substituted hydrocarbyl, acetamido, alkoxy, 
hydroxy, amino, alkylsulf onyl , haloalkyl, haloalkoxy, 
haloalkylthio, carboalkoxy, carboxy, carboxamidoalkyl , or 
carboxamidoalkylaryl . 

25. The compound of claim 23 wherein each of R41, R43 
and R45 are hydrogen . 

26. The compound of claim 12 wherein X9 is a direct 
bond, Zi is selected from the group consisting of 
cyclopropyl , isopropyl , cyclobutyl , isobutyl , sec -butyl , 
methyl, ethyl, and phenyl, and Z3 is benzene substituted 
"with an amidine group. 

27. The compound of claim. 12 wherein Z3 is benzene 
substituted with a derivatized amidine which, upon 
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hydrolysis, oxidation, reduction or elimination under 
physiological conditions yields an ami dine group. 

28. The compound of claim 12 wherein is a direct 
bond, Z4 is a substituted, 6 member, carbocyclic aromatic 
ring, Z3 is benzene substituted with a derivatized amidine 
which, upon hydrolysis, oxidation, reduction or 
elimination under physiological conditions yields an 
amidine group, and and is selected from the group 
consisting of cyclopropyl, isopropyl, methyl, ethyl, 
cyclobutyl, isobutyl, sec-butyl, and phenyl. 

29. The compound of claim 12 or. 28 wherein Xg is a 
direct bond, is isopropyl, Z3 is benzene substituted 
with a derivatized amidine which, upon hydrolysis, 
oxidation, reduction or elimination under physiological 
conditions yields an amidine group, and Z4 is 



R42 is amino; 

. R44 is hydrocarbyl, substituted hydrocarbyl, halogen 
or an optionally substituted hetero atom selected from 
the group consisting of oxygen, nitrogen, and sulfur; and 

R41, R43 and R45 are independently hydrogen, 
hydrocarbyl, substituted hydrocarbyl, halogen or an 
optionally substituted hetero atom selected from the 
group consisting of oxygen, nitrogen, and sulfur. 

30. The compound of claim 29 wherein R44 is selected 




R42 



R45 



wo 02/42272 



PCT/USOl/43280 



299 



from the group consisting of hydroxy, alkylsulf onyl, 
haloalkyl , haloalkoxy , haloalkylthio, carboxamidoalkyl , 
and carboxamidoalkylaryl . 

31. The compound of claim 29 wherein R44 is 

5 hydrocarbyl, substituted hydrocarbyl, acetamido, alkoxy/ 

hydroxy, amino, alkylsulf onyl, haloalkyl, haloalkoxy, 
haloalkyl thio, carboalkoxy, carboxy, carboxamidoalkyl, or 
carboxamidoalkylaryl. 

32. The compound of claim 29 wherein each of R41, R43 
10 and R45 is hydrogen. 

33. The compound of each of claims 2, 3, or 12 
wherein Z3 comprises a 5 or 6 membered heterocycle or 
aromatic ring substituted with a derivatized amidine 
which, upon hydrolysis under physiological conditions, 

15 yields an amidine group, the amidine being derivatized 

with one or more groups selected from carbonyl, 
thiocarbonyl , imino, enamino, phosphorus, and sulfur. 

34. The compound of each of claims 2, 3, or 12 
wherein Z3 comprises a 5 or 6 membered heterocycle or 
aromatic ring substituted with a derivatized amidine 
which, upon oxidation under physiological conditions 
yields an amidine group, the amidine being derivatized 
with one or more groups selected from the groups 
consisting of (i) optionally substituted hydrocarbyl 
provided that the carbon atom directly bonded to the 
amidine is sp^ hybridized, and (ii) aryl. 

35. The compound of each of claims 2, 3, or 12 
wherein Z3 comprises a 5 or 6 membered heterocycle or 
aromatic ring substituted with a derivatized amidine 

30 which, upon reduction under physiological conditions 

yields an amidine group, the amidine being derivatized 



20 



25 
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with one or more hetero atoms selected from the group 
consisting of oxygen, nitrogen in its most reduced state, 
and sulfur in its most reduced state. 

36. The compound of each of claims 2, 3, or 12 
wherein Z3 comprises a 5 or 6 membered heterocycle or 
aromatic ring substituted with a derivatized amidine 
which, upon elimination under physiological conditions 
yields an amidine group, the amidine being derivatized 
with one or more groups selected from the groups 
consisting of a hydrocarbyl substituted at the beta 
carbon with carbonyl, sulfonyl, sulfinyl, cyano and nitro 
or an alkyl group substituted with oxygen, nitrogen, or 
sulfur at the carbon directly bonded to the amidine 
group. 

37. The compound of claim 33 wherein Z3 is a 
benzamidine derivative which hydrolyzes under 
physiological conditions to form benzamidine, the 
benzamidine derivative having the formula 




R301/ R302/ and R303 independently selected from the 
group consisting of hydrogen, C (=0) R, S (=0) OR, S (=0) SR, 
S(=0)20R, S(=0)2SR and alkenyl, provided that the carbon 
atom directly bonded to the amidine is sp^ hybridized, 
provided, however, at least one of R301, R302' R303 IS 

other than hydrogen; 

R is hydrocarbyl, substituted hydrocarbyl, or 
heterocyle; 



wo 02/42272 



PCT/USOl/43280 



301 



R304 is halogen, hydrogen, hydroxy 1, sulfhydryl, 
alkoxy, and alkylthio; 

R305 is oxygen, sulfur, halogen, hydrogen, hydroxyl, 
sulfhydryl, alkoxy, and alkylthio; 

R306 is halogen, hydrogen/ hydroxyl, sulfhydryl, 
alkoxy, and alkylthio; and 

R307 is oxygen, sulfur, halogen, hydrogen, hydroxyl, 
sulfhydryl, alkoxy, and alkylthio, 

38. The compound of claim 34 wherein Z3 is a 
benzamidine derivative which oxidizes under physiological 
conditions to form benzamidine, the benzamidine . 
derivative having the formula 



R301/ R302/ R303 independently selected from the 

group consisting of hydrogen, optionally substituted 
hydrocarbyl and aryl, provided, however, (i) at least one 
of R301/ R302/ ^303 is other than hydrogen and (ii) the 

carbon atom directly bonded to the amidine is sp^ 
hybridized when R301, R302/ and R303 is optionally 
substituted hydrocarbyl; 

R304 is halogen, hydrogen, hydroxyl, sulfhydryl, 
alkoxy, and alkylthio; 

R305 is oxygen, sulfur, halogen, hydrogen, hydroxyl, 
sulfhydryl, alkoxy, and alkylthio; 

R306 i s halogen , hydrogen , hydroxyl , sul f hydryl , 
alkoxy, and alkylthio; and 

R307 is oxygen, sulfur, halogen, hydrogen, hydroxyl, 
sulfhydryl, alkoxy, and alkylthio. 




R304 



R305 
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39. The compound of claim 35 wherein Z3 is a 
benzamidine derivative which is reduced under 
physiological conditions to form benzamidine, the 
benzamidine derivative having the formula 



R301, R302/ and R303 are independently hydrogen, -OR, 
-SR, -NR, or -N(R)2/ wherein each R is independently 
optionally substituted hydrocarbyl, or heterocylo, 
provided, however, at least one of R301/ R302/ ^^cl R303 is 
other than hydrogen; 

R304 is halogen, hydrogen, hydroxyl, sulfhydryl, 
alkoxy, and alkylthio; 

R305 is oxygen, sulfur, halogen, hydrogen, hydroxyl, 
sulfhydryl, alkoxy, and alkylthio; 

R3og is halogen, hydrogen, hydroxyl, sulfhydryl, 
alkoxy, and alkylthio; and 

R307 is oxygen, sulfur, halogen, hydrogen, hydroxyl, 
sulfhydryl, alkoxy, and alkylthio. 

40. The compound of claim 36 wherein Z3 is a 
benzamidine derivative which undergoes an elimination 
reaction xinder physiological conditions to form 
benzamidine, the benzamidine derivative having the 
formula 




R304 



,^305 
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R301/ R302/ R303 are independently (i) hydrogen, 

(ii) substituted hydrocarbyl wherein the carbon bonded to 
the amidine group is substituted with -OR^, -SR^, -NR^, or 
-N(Ra)2/ wherein each Ra is independently -C{0)Rb, 
-C(0)NRb, -C(0)N(Rb)2 and each R^ is independently 
hydrocarbyl, substituted hydrocarbyl or heterocyclo, 

(iii) substituted alkyl with the carbon atom beta to the 
point of attachment to the amidine group being an 
unsaturated electron withdrawing group, provided, at 
least one of R301/ R302/ ^^303 is other than hydrogen; 

R304 is halogen, hydrogen, hydroxyl, sulfhydryl, 
alkoxy, and alkyl thio; 

R305 is oxygen, sulfur, halogen, hydrogen, hydroxyl, 
sulfhydryl, alkoxy, and alkylthio; 

R306 is halogen, hydrogen, hydroxyl, sulfhydryl, 
alkoxy, and alkylthio; and 

R307 is oxygen, sulfur, halogen, hydrogen, hydroxyl, 
sulfhydryl, alkoxy, and alkylthio. 

41. The compound of claim 3 7 wherein R301 and R305 
together with the benzene ring of which R305 is a 
substituent form a fused ring. 

42, The compound of claim 3 8 wherein R301 and R305 
together with the benzene ring of which R305 is a 
substituent form a fused ring. 
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43. The compound of claim 39 wherein R301 and R305 
together with the benzene ring of which R305 is a 
substituent form a fused ring. 

44. The compound of claim 40 wherein R301 and R305 
together with the benzene ring of which R305 is a 
substituent form a fused ring. 

45. The compound of claim 41 wherein R301 and one of 
R302 and R303 together with the nitrogen atoms to which they 
are bonded form a 5 or 6 membered heterocyclic ring. 

46. The compound of claim 45 wherein the ring atoms 
are selected from carbon, nitrogen and oxygen. 

47. The compound of claim 37 wherein the 
derivatized amidine upon oxidation, reduction or 
elimination under physiological conditions yields an 
amidine group. 

48. The compound of claim 38 wherein the 
derivatized amidine upon hydrolysis, reduction or 
elimination under physiological conditions yields an 
amidine group. 

49. The compound of claim 39 wherein the 
derivatized amidine upon hydrolysis, oxidation, or 
elimination under physiological conditions yields an 
amidine group. 

50. The compoiind of claim 40 wherein the 
derivatized amidine upon hydrolysis, oxidation, or 
reduction \inder physiological conditions yields an 
amidine group. 
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51. The compound of each of claims 1-3 or 12 
wherein is carbon. 

52. The compound of each of claims 1-3 or 12 
wherein Xi is nitrogen. 

5 53. The compound of each of claims 1-3 or 12 

wherein X2 is carbon. 

54. The compound of each of claims 1-3 or 12 
wherein Xg is nitrogen. 

55. The compound of each of claims 1-3 or 12 
10 wherein X3 is carbon. 

56. The compound of each of claims 1-3 or 12 
wherein X4 is carbon. 

57. The compound of each of claims 1-3 or 12 
wherein X4 is nitrogen. 

15 58. The compound qf each of claims 1-3 or 12 

wherein X5 is carbon. 

59. The compound of each of claims 1-3 or 12 
wherein Xg is nitrogen. 

60. The compound of each of claims 1-3 or 12 
20 wherein X5 is oxygen. 

61. The compound of each of claims 1-3 or 12 
wherein Xg is sulfur. 

62. The compound of each of claims 1-3 or 12 
wherein Xg is carbon. 
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63. The compound of each of claims 1-3 or 12 
wherein Xg is nitrogen.* 

64. The compound of each of claims 1-3 or 12 
wherein Xg is oxygen. 

65. The compound of each of claims 1-3 or 12 
wherein Xg is sulfur. 

66. The compound of claim 1 having the structure: 




or a pharmaceutically acceptable salt thereof, wherein; 
M is N or 

B is selected from the group consisting of: 

(i) phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a nitrogen with a removable hydrogen or a carbon 
adjacent to the carbon at the point of attachment of said 
phenyl or heteroaryl ring to A is optionally substituted 
by R^^, a nitrogen with a removable hydrogen or a carbon 
at the other position adjacent to the point of attachment 
is optionally substituted by R^^, a nitrogen with a 
removable hydrogen or a carbon adjacent to R^^ and two 
atoms from the point of attachment is optionally 
substituted by R", a nitrogen with a removable hydrogen 
or a carbon adjacent to R^^ and two atoms from the point of 
attachment is optionally substituted by R^^, and a 
nitrogen with a removable hydrogen or a carbon adjacent 
to both R^^ and R^^ is optionally siibstituted by R^^; 

(ii) hydrido, trialkylsilyl, C2-C8 alkyl, C3-C8 . 
alkylenyl, C3-C8 alkenyl, C3-C8 alkynyl, and C2-C8 
haloalkyl, wherein each member of group B is optionally 
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siibstituted at any carbon up to and including 6 atoms 
from the point of attachment of B to A with one or more 
of the group consisting of R^S R^^ and R^^j and 

(iii) C3-C12 cycloalkyl or C4-C9 saturated 

'5 heterocyclyl/ wherein each ring carbon is optionally 

substituted with R^^, a ring carbon other than the ring 
carbon at the point of attachment of B to A is optionally 
substituted with oxo provided that no more than one ring 
carbon is substituted by oxo at the same time, ring 

10 carbons and a nitrogen adjacent to the carbon atom at the 

point of attachment are optionally substituted with R^ or 
R", a ring carbon or nitrogen atom adjacent to the R^ 
position and two atoms from the point of attachment is 
optionally substituted with R^°, a ring carbon or nitrogen 

15 adjacent to the R" position and two atoms from the point 

of attachment is optionally substituted with R^^, a ring 
carbon or nitrogen three atoms from the point of 
attachment and adjacent to the R^° position is optionally 
substituted with R^^, a ring carbon or nitrogen three 

20 atoms from the point of attachment and adjacent to the R^^ 

position is optionally substituted with R^^, and a ring 
carbon or nitrogen four atoms from the point of 
attachment and adjacent to the R^^ and R^^ positions is 
optionally substituted with R^*; 

25 R^/ R^°, R^^, R"/ and R" are independently selected 

from the group consisting of hydride, acetamido, 
haloacetamido, amidino, guanidino, alkylenedioxy, 
haloalkylthio, alkanoyloxy, alkoxy, cycloalkoxy, 
cycloalkylalkoxy, aralkoxy, aryloxy, heteroaryloxy, 

30 heteroaralkoxy, heterocyclyloxy, heterocyclylalkoxy, 

alkoxyalkyl , haloalkoxylalkyl , hydroxy, amino , 
alkoxyamino, nitro, alkylamino, N-alkyl-N-aryl amino, 
arylamino , aralkylamino , heteroarylamino , 
he teroaralkyl amino , het erocyclylamino , 

35 heterocyclylalkylamino, .alkylthio, alkylthioalkyl, 

alkylsulfinyl, arylsulf inyl, aralkylsulf inyl. 
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cycloalkylsulf inyl , heteroarylsulf inyl , alkylsulf onyl , 
arylsulf onyl , aralkylsulf onyl , cycloalkylsulf onyl , 
heteroarylsulf onyl, alkylsulf onylalkyl/ aryl, aralkyl, 
cycloalkyl , cycloalkylalkyl , heteroaryl , heterocyclyl , 
alkylsulf onamido, amidosulf onyl , alkanoyl / haloalkanoyl , 
alkyl, alkenyl, halo, haloalkyl, haloalkenyl, haloalkoxy, 
hydroxyhaloalkyl , hydroxyalkyl , aminoalkyl , 
haloalkoxyalkyl, carboxyalkyl, carboalkoxy, carboxy, 
carboxamido, carboxamidoalkyl, and cyano; 

R^^, R^^, and R^^ are selected from the group 

consisting of: 

(i) hydridO; acetamido, haloacetamido, amidino, 
guanidino , alkylenedioxy , haloalkyl thio , alkanoyl oxy, 
alkoxy, cycloalkoxy, cycloalkylalkoxy, aralkoxy, aryloxy, 
heteroaryloxy, heteroaralkoxy , heterocyclyloxy , 
heterocyclylalkoxy, alkoxyalkyl , haloalkoxylalkyl , 
hydroxy, amino, alkoxyamino, nitro, alkylamino, N-alkyl- 
N-aryl amino , arylaraino , aralkyl amino, heteroarylamino , 

he teroar alkylamino , he terocyclylamino , 
heterocyclylalkyl amino, alkylthio, alkylthioalkyl / 
alkyl sul f inyl , aryl sul f inyl , aralkyl sul f inyl , 
cycloalkylsulf inyl , heteroarylsulf inyl , alkylsulf onyl , 
arylsulf onyl, aralkylsulf onyl, cycloalkylsulf onyl , 
heteroarylsulf onyl , alkylsulf onyl alkyl , aryl , aralkyl , 
cycloalkyl, cycloalkylalkyl, heteroaryl, heterocyclyl, 
alkylsulf onami do, amidosulf onyl , alkanoyl , haloalkanoyl , 
alkyl, alkenyl, halo, haloalkyl, haloalkenyl, haloalkoxy, 
hydroxyhaloalkyl , hydroxyalkyl , aminoalkyl , 
haloalkoxyalkyl, carboxyalkyl , carboalkoxy, carboxy, 
carboxamido , carboxamidoalkyl , and - cyano ; and 

(ii) Q''; 

A is selected from the group consisting of a bond, 
(W^)^^-(CH{R''))pa, and (CH(R^^))p^-(W^)^3, wherein rr is 0 
or 1, pa is an integer selected from 0 through 6, and W'' 
is selected from the group consisting of O, S, G(0) , 
(R'^)NC(O), (R^)NC{S), and N(R^) with the proviso that no 
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more than one of the group consisting of rr and pa is 0 
at the same time; 

R'^ is selected from the group consisting of hydrido, 
hydroxy, and alkyl; 
5 R^^ is selected from the group consisting of hydrido, 

hydroxy, halo, alkyl, and haloalkyl; 
^ is NH or NOH; 
Ja is N or C-X°; 
Jb is N or C-R^- 
10 X° is selected from the group consisting of: 

(i) hydrido, alkyl, alkenyl, cyano, halo, 
haloalkyl, haloalkoxy, haloalkyl thio, amino, aminoalkyl, 
alkylamino, amidino, hydroxy, hydroxyamino, alkoxy, 
hydrdxyalkyl , alkoxyamino, thiol, and alkyl thio; 
15 R^ is selected from the group consisting of: 

(i) hydrido, alkyl, alkenyl, cyano, halo, 
haloalkyl , haloalkoxy , haloalkyl thio , amino , aminoalkyl , 
alkylamino, amidino, hydroxy, hydroxyamino, alkoxy, 
hydroxyalkyl , alkoxyamino, thiol, and alkyl thio; 
20 (ii) taken with X° or R^ to form -W=X-Y=Z-'; wherein 

-W=X-Y=Z- forms an aryl or C5-C6 heteroaryl; and 

(iii) taken with X^ or R^ bonded together to 

form C5-C8 cycloalkenyl ring or a partially saturated C5- 
C8 heterocyclyl ring, wherein said cycloalkenyl ring or 
25 heterocyclyl ring is optionally substituted with one or 

more of the group consisting of R% R^°, R^^, R^^ and R^^- 
W, X, Y, and Z are independently selected from the 
group consisting of C (R^) , C(R'°), C{R^'), C(R"), N, N(R^') , 
0, S, and a bond with the proviso that one of W, X, Y, 
30 and Z is independently selected to be a bond when one of 

W, X, Y, and Z is 0 or S, with the further proviso that 
no more than one of W, X, Y, and Z is optionally 0 or S, 
and with the additional proviso that no more than three 
of W, X, Y, and Z are optionally N or N(R^°) ; 
35 R^ is Z°-Q; 

Z° is selected from the group consisting of: 
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(i) a bond, (CR^^R^^)g wherein q is an integer 
selected from 1 through 3, and (CH(R^^) )g-W°- (CH{R'') )p 
wherein g and p are integers independently selected from 
0 through 3 and W° is selected from the group consisting 

5 of O, S, C(0), S(0), N(R''), andON(R^'); and 

(ii) (CH(R^^) )e-W^^- (CH(R^') )i, wherein e and h are 
independently 0 or 1 and W^^ is selected from the group 
consisting of CR^^=CR^^, 1, 2-cyclopropyl , 1, 2-cyclobutyl, 
1 , 2 -cyclohexyl , 1 , 3 -cyclohexyl , 1 , 2 -cyclopentyl , 1 / 3 - 

10 cyclopentyl, 2,3--morpholinyl, 2 , 4-morpholinyl, 2,6- 

morpholinyl, 3 , 4-morpholinyl , 3 , 5-morpholinyl , 1,2- 
piperazinyl, 1,3-piperazinyl, 2 , 3-piperazinyl, 2,6- 
piperazinyl, 1,2-piperidinyl, 1, 3-piperidinyl, 2,3- 
piperidinyl ,2,4 -piper idinyl , 2,6 -piper idinyl , 3,4- 

15 piper idinyl, 1,2 -pyrrol idinyl, 1, 3 -pyrrol idinyl, 2,3- 

pyrrolidinyl, 2 , 4-pyrrol idinyl, 2 , 5-pyrrolidinyl, 3,4- 
pyrrol idinyl , 2,3 - t e t rahydrof uranyl , 2,4- 
tetrahydrofuranyl, 2, 5-tetrahydrofuranyl, and 3,4- 
tetrahydrofuranyl, wherein Z° is directly bonded to the 

20 ' pyridine ring and W^^ is optionally substituted with one or 
more substituents selected from the group consisting of 
R^ R^^ R'S R", and R"; 

R*^ and R^^ are independently selected from the group 
consisting of amidino, hydroxyamino, hydrido, hydroxy, 

25 amino, and alkyl; 

Q is selected from the group consisting of: 
(i) phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a nitrogen with a removable hydrogen or a carbon 
adjacent to the carbon at the point of attachment of said 

30 phenyl or heteroaryl ring to Z° is optionally substituted 

by R^, a nitrogen with a removable hydrogen or a carbon at 
the other position adjacent to the point of attachment is 
optionally substituted by R", a nitrogen with a removable 
hydrogen or a carbon adjacent to R^ and two atoms from the 

35 point of attachment is optionally substituted by R^°, a 

nitrogen with a removable hydrogen or a carbon adjacent 
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to R" and two atoms from the point of attachment is 
optionally substituted by R^^, and a nitrogen with a 
removable hydrogen or a carbon adjacent to both R^° and R" 
is optionally substituted by R^^; and 
5 (ii) hydrido with the proviso that Z° is selected 

from other than a bond; 

K is selected from the group consisting of: 

(i) CR^^R^^; and 

(ii) (CH{R^^))j-T wherein j is 0 or 1 and T is a bond 
10 or N(R'') with the proviso that {CH(R^^))j is bonded to the 

phenyl ring; 

R^^ and R^^ are independently selected from the group 
consisting of halo, hydrido, hydroxyalkyl, alkyl, 
alkoxyalkyl, alkylthioalkyl , and haloalkyl; 

15 E° is selected from the group consisting of: 

(i) E\ with the proviso that K is CR^^R*^, wherein 
is selected from the group consisting of a covalent 
single bond, C(0)N(H), (H)NC(O), C(S)N(H), (H)NC(S), 
S(0)2N(H), N(H)S(0)2, S(0)2N{H)C(0) , and C (O) N (H) S (O) 2; and 

20 (ii) E% with the proviso that K is (CH (R^') ) j-T, 

wherein E^ is selected from the group consisting of 
C(0)N{H), (H)NC(O), C(S)N(H), (H)NC(S), S(0)2M(H), 
N(H)S(0)2, S(0)2N(H)C(0) , and C (O)N(H) S (O) 2/ 

R^^ is selected from the group consisting of hydrido, 

25 halo, alkyl, and haloalkyl; 

Y° is selected from the group consisting of: 
(i) phenyl or a heteroaryl of 5 or 6 ring members, 
wherein one carbon of said phenyl or said heteroaryl is 
substituted by Q®, a carbon two or three contiguous atoms 

30 from the point of attachment of to said phenyl or said 

heteroaryl to said phenyl or said heteroaryl is 
substituted by Q^, a carbon adjacent to the point of 
attachment of Q° is optionally substituted by R^*^, another 
carbon adjacent to the point of attachment of is 

35 optionally substituted by R^®, a carbon adjacent to is 

optionally substituted by R^^, and another carbon adjacent 
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to is optionally substituted by R"; 

(ii) Y^^ wherein Y^^ is Q^-Q%- and 

(iii) Q^-Q^^ wherein is (CH (R^^) ) e-W^- (CH (R^^) ) 
wherein e and h are independently 1 or 2 and is 
CR*^=CR**', with the proviso that (CH(R^*))e is bonded to E°; 

R^"^ and R^^ are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
haloalkylthio, alkoxy, hydroxy, amino, nitro, 
alkoxyamino , alky lamino , alkyl t hio , alky 1 sul f inyl , 
alkylsulfonyl, alkanoyl, haloalkanoyl , alkyl, alkenyl, 
halo , haloalkyl , haloalkoxy , hydroxyalkyl , aminoalkyl , 
haloalkoxyalkyl , carboalkoxy, and cyano; 

R^^ and R^^ are independently selected from the group 
consisting of: 

. (i) hydrido, amidino, guanidino, carboxy, 
haloalkylthio, alkoxy, hydroxy, amino, nitro, 
alkoxyamino, alkylamino, alkylthio, alkyl sul f inyl, 
alkyl sul fonyl, alkanoyl, haloalkanoyl , alkyl, alkenyl, 
halo, haloalkyl, haloalkoxy, hydroxyalkyl, aminoalkyl, 
haloalkoxyalkyl, carboalkoxy, and cyano; 

(ii) NR'VS N(R^^)C(NR2^)N(R^') (R'^) , and C(NR2^)NR"r2S 
with the proviso that R^^, R^^, and are not 
simultaneously hydrido; 

is selected from the group consisting of NR^°R^^, 
aminoalkyl, hydrido, N(R^^) C (NR^^) N(R^^) (R^^) , and 
C (NR^^)NR^^R^^, with the proviso that no more than one of R' 
and R^^ is selected from the group consisting of hydroxy, 
amino, alkylamino, and dialkylamino at the same time, 
with the further proviso that no more than one of R^^ and 
R^^ is selected from the group consisting of hydroxy, 
amino, alkylamino, and dialkylamino at the same time; 

R^\ R^\ R", R^S R^S and R^^ are independently 
selected from the group consisting of hydrido, alkyl, 
hydroxy, aminoalkyl, amino, dialkylamino, alkylamino, 
and hydroxyalkyl; 

Q° is selected from the group consisting of a bond. 
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10 



15 



20 



(CR^''R^°)b wherein b is an integer selected from 1 through 
4; and (CH (R") ) ^-W^- (CH (R^^) ) ^ wherein c and d are integers 
independently selected from 1 through 3 and is selected 
from the group consisting of C(0)N(R^^), (R'')NC(0), S (O) , 
3(0)2/ S(0)2N(R"), N(R")S(0)2, andN(R^^), with the proviso 
that R^^ is selected from other than halo when directly 
bonded to and with the additional proviso that 
(CR^''R^')b and (CH(R'*))e are bonded to E°; 

R^'' is independently selected from the group 
consisting of hydrido, alkyl, and haloalkyl; 

R^® is selected from the group consiting of hydrido, 
alkyl, haloalkyl, aroyl or heteroaroyl, wherein R^^ is 
optionally substituted with one or more substituents 
selected from the group consisting of R^^, R^'', R^% and R^^ 

67, The compound of claim 66 having the structure: 



or a pharmaceutically acceptable salt thereof, wherein; 
M is N or N->0; 

B is selected from the group consisting of: 
(i) phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to A is 
optionally substituted by R^^, the other carbon adjacent 
to the carbon at the point of attachment is optionally 
sxibstituted by R^^, a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^S a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R" and 
R^^ is optionally siibstituted by R^*; 




f 
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(ii) hydrido, trialkylsilyl, C2'C8 alkyl, C3-C8 
alkylenyl, C3-C8 alkenyl, C3-C8 alkynyl, and C2-C8 
haloalkyl, wherein each member of group B is optionally 
substituted at any carbon up to and including 6 atoms 

5 from the point of attachment of B to A with one or more 

of the group consisting of R^^ R^^, and R^S- and 

(iii) C3-C12 cycloalkyl or a C4-C9 saturated 
heterocyclyl, wherein each ring carbon is optionally 
substituted with R^^, a ring carbon other than the ring 

10 carbon at the point of attachment of B to A is optionally 

substituted with oxo provided that no more than one ring 
carbon is substituted by oxo at the same time, ring 
carbons and a nitrogen adjacent to the carbon atom at the 
point of attachment are optionally substituted with R^ or 

15 R", a ring carbon or nitrogen atom adjacent to the R^ 

position and two atoms from the point of attachment is 
optionally substituted with R^°, a ring carbon or nitrogen 
atom adjacent to the R^^ position and two atoms from the 
point of attachment is optionally substituted with R^^, a 

20 ring carbon or nitrogen atom three atoms from the point 

of attachment and adjacent to the R^° position is 
optionally substituted with R^^, a ring carbon or nitrogen 
atom three atoms from the point of attachment and 
adjacent to the R^^ position is optionally siobstituted with 

25- R^^, and a ring carbon or nitrogen atom four atoms from 

the point of attachment and adjacent to the R^^ and R^^ 
positions is optionally substituted with R^*; 

R^, R^°, R^S R^^, and R^^ are independently selected 
from the group consisting of hydride, acetamido, 

30 haloacetamido, alkoxyamino, alkanoyl, haloalkanoyl, 

amidino, guanidino, alkylenedioxy, haloalkylthio, alkoxy, 
cycloalkoxy, cycloalkylalkoxy, aralkoxy, aryloxy, 
heteroaryloxy , heteroaralkoxy , heterocyclyloxy, 
heterocyclylalkoxy, hydroxy, amino, alkyl amino, N-alkyl- 

35 N-arylamino, arylamino, aralkylamino, he teroaryl amino, 

he teroaralkyl amino , heterocyclylamino , 
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heterocyclylalkyl amino, alkylthio, alkylsulf inyl, 
arylsulf inyl , aralkylsulf inyl , cycloalkylsulf inyl , 
heteroarylsulf inyl, alkylsulf amido, alkylsulfonyl, 
arylsulf onyl , aralkylsulf onyl , cycloalkylsulf onyl , 
heteroarylsulfonyl, amidosulf onyl , alkyl, aryl, aralkyl, 
cycloalkyl , cycloalkylalkyl , heteroaryl , heterocyclyl / 
halo, haloalkyl, haloalkoxy, hydroxyalkyl , 
hydroxyhaloalkyl, aminoalkyl, carboalkoxy, carboxy, 
carboxyalkyl , carboxamido, and cyano; 

A is bond or (CH(R^') )pa- (W^) „ wherein rr is 0 or 1, 
pa is an integer selected from 0 through 3, and W*^ is 
selected from the group consisting of O, S, C{0), 
(R^)NC(O), (R'^)NC(S), and N(R'^) , with the proviso that 
is bonded to the N(H) on the pyridine ring; 

r'^ is selected from the group consisting of hydrido, 
hydroxy and alkyl; 

R^^ is selected from the group consisting of hydride, 
hydroxy, halo, alkyl, and haloalkyl; 

Ja is N or C-X°; 

Jb is N or C-rS* 

X° is independently selected from the group 
consisting of hydride, alkyl, cyano, halo, haloalkyl, 
haloalkoxy, amino, aminoalkyl, alkylamino, amidino, 
hydroxy, hydroxyamino , alkoxy, hydroxyalkyl , alkoxyamino, 
thiol, and alkyl thio; 

R^ is selected from the group consisting of : 

(i) hydrido, alkyl, cyano, halo, haloalkyl, 
haloalkoxy, amino, aminoalkyl, alkylamino, amidino, 
hydroxy, hydroxyamino, alkoxy, hydroxyalkyl, alkoxyaminO/ 
thiol, and alkyl thio; 

(ii) taken with X° or R^ to form -W=X-Y=Z-; wherein 
-W=X-Y=Z- forms an aryl or heteroaryl of 5 or 6 ring- 
members ; and 

(iii) taken with,X° or R^ bonded together to form C5- 
C8 cycloalkenyl ring or a partially saturated C5-C8 
heterocyclyl ring, wherein said cycloalkenyl ring or 
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heterocyclyl ring is optionally substituted with one or 
more of the group consisting of R^, R^°, R^^, R^^, and R^^- 

W, X, Y, and Z are independently selected from the 
group consisting of C(R^), C(R^°), C(R^'), CiR^"^) , N, N(R^°), 
5 O, S and a bond with the proviso that one of W, X, Y, and 

Z is independently selected to be a bond when one of W, 
X, Y, and Z is O or S, with the further proviso that no 
more than one of W, X, Y, and Z is optionally selected 
from the group consisting of 0 and S, and with the 
10 additional proviso that no more than three of W, X, Y, 

and Z are optionally N or N{R^^) ; 

r2 is Z°-Q; 

Z° is selected from the group consisting of: 

(i) a bond, (CR^^R*^)^ wherein q is 1 or 2, and 
15 (CH(R^^) )g-W°- (CH(R*2) )p wherein g and p are integers 

independently selected from 0 through 3 and W° is selected 
from the group consisting of O, S, C(0) , S (O) , N(R^^) , and 
ON{R*^) ; and 

(ii) (CH(R^^) )e-w22- (CH(R^^) )i, wherein e and h are 
20 independently 0 or 1 and W^^ is selected from the group 

consisting of CR^^=CR*^, 1, 2-cyclopropyl , 1, 2-cyclobutyl, 
1,2- eye 1 ohexy 1 , 1,3- eye 1 ohexy 1 , 1,2- eye 1 open t y 1 , 1,3- 
cyelopentyl, 2 , 3-morpholinyl, 2 , 4-morpholinyl , 2 , 6- 
morpholinyl, 3,4-morpholinyl, 3 , B-morpholinyl , 1,2- 

25 piperazinyl, 1, 3-piperazinyl, 2 , 3-piperazinyl , 2,6- 

piperazinyl , 1,2 -piperidinyl , 1,3 -piperidinyl , 2,3- 
piperidinyl, 2 , 4-piperidinyl, 2 , 6-piperidinyl , 3,4- 
piperidinyl , 1,2 -pyrrol idinyl ,1,3 -pyrrol idinyl , 2,3- 
pyrrolidinyl , 2,4 -pyrrolidinyl , 2,5 -pyrrolidinyl , 3,4- 

30 pyrrolidinyl, 2, 3-tetrahydrofuranyl, 2,4- 

tetrahydrof uranyl , 2 , 5 - tetrahydrof uranyl , and 3,4- 
tetrahydrof uranyl , wherein Z° is directly bonded to the 
pyridine ring and W^^ is optionally substituted with one or 
more substituents selected from the group consisting of 

35 R% R", R'\ R", and R"; 

R*^ and R*^ are independently selected from the group 
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consisting of hydrido, hydroxy, alkyl, and amino; 
Q is selected from the group consisting of: 

(i) phenyl or , a heteroaryl of 5 or 6 ring members, 
wherein a carbon adjacent to the carbon at the point of 

5 attachment of said phenyl or heteroaryl ring to Z° is 

optionally substituted by R^, the other carbon adjacent to 
the carbon at the point of attachment is optionally 
substituted by R", a carbon adjacent to R^ and two atoms 
from the carbon at the point of attachment is optionally 
10 substituted by R^°, a carbon adjacent to R" and two atoms 

from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both and 
R^^ is optionally substituted by R^^; and 

(ii) hydrido with the proviso- that is other than a 

15 bond; 

K is selected form the group consisting of: 

(i) CR^^R^^; 

(ii) {CH(R"))j-T wherein j is 0 or 1 and T is a bond 
or N(R'') with the proviso that (CH(R"))j is bonded to the 

20 phenyl ring; 

R^^ and R^^ are independently selected from the group 
consisting of hydrido, hydroxyalkyl , alkyl, alkoxyalkyl, 
alkylthioalkyl, and haloalkyl; 
R^^ is hydrido or halo; 
25 is selected from the group consisting of: 

(i) E\ with the proviso that K is CR^^R^^, is 
EVherein E^ is selected from the group consisting of a 
covalent single bond, C(0)N(H), {H)NC (O) , S (0) jNCH) , and 
N(H) 8(0)2; and 

30 (ii) E^ with the proviso that K is (CH(R"))j-T, is 

E^ wherein E^ is selected from the group consisting of 
C(0)N(H), (H)NC(O), C(S)N(H), (H)NC(S), S(0)2N(H), 
N(H)S(0)2, S(0)2N(H)C(0) , and C (O) N (H) S (O) 2; 

Y° is selected from the group consisting of: 

35 (i) phenyl or a heteroaryl of 5 or 6 ring members, 

wherein one carbon of said phenyl or said heteroaryl is 
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substituted by Q^, a carbon two or three atoms from the 
point of attachment of to said phenyl or said 
heteroaryl is substituted by Q^, a carbon adjacent to the 
point of attachment of is optionally substituted by 
5 another carbon adjacent to the point of attachment of 

is optionally substituted by a carbon adjacent to 
is optionally substituted by R^^, and another carbon 
adjacent to is optionally substituted by R^^; 
(ii) Y^^ wherein Y^^ is Q^-Q%- and 

10 (iii) Q^-Q^^ wherein Q^^ is (CH(R'^) )e-W'- (CH(R'=) )h/ 

wherein e and h are independently 1 or 2 and is 
CR*^=CR*^ with the proviso that (CH(R^^))e is bonded to E^; 

R^*^ and R^® are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 

15 haloalkylthio, alkoxy, hydroxy, amino, alkoxyamino, 

alkylamino, alkylthio, alkylsulf inyl, alkylsulf onyl, 
alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, 
haloalkoxy, hydroxyalkyl , aminoalkyl, and cyano; 

R^^ and R^^ are selected from the group consisting of; 

20 (i) hydrido, amidino, guanidino, carboxy, 

haloalkyl thio , alkoxy , hydroxy , amino , alkoxyamino , 
alkylamino, alkylthio, alkylsulf inyl , alkylsulfonyl, 
alkanoyl , haloalkanoyl , alkyl , halo , haloalkyl , 
haloalkoxy, hydroxyalkyl, aminoalkyl, and cyano; and 

25 (ii) NR^°R'\ N (R^^) C (NR^')N (R") (R^') , and C(NR'^)NR'^R^\ 

with the proviso that R^S R^% and are not 
simultaneously hydrido; 

Q*" is selected from the group consisting of NR^°R^\ 
hydrido, N{r2^) C (NR'')N{R") (R^') , and C {NR'')NR"R'\ with the 

30 proviso that no more than one of R^° and R^^ is selected 

from the group consisting of hydroxy, amino, alkylamino, 
and dialkylamino at the same time, with the further 
proviso that no more than one of R^^ and R^* is selected 
from the group consisting of hydroxy, amino, alkylamino, 

35 and dialkylamino at the same time; 

R'\ R2^ r2\ r2% and R^" are independently 
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selected from the group consisting of hydride, alkyl, 
hydroxy, amino, alkylamino and dialkylamino; 

Q° is selected from the group consisting of a bond, 
(CR^'^R^®)b wherein b is an integer selected from 1 through 
4, and (CH (R^^) ) ^-W^- (CH (R^^) ) ^ wherein c and d are integers 
independently selected from 1 through 3 and is selected 
from the group consisting of C(0)N(R^^), (R^^)NC(O), S(0), 
S(0)2, S(0)2N(R'^) , N(R'^)S(0)2, andN(R^'), with the proviso 
that R" is selected from other than halo when directly 
bonded to N, and with the additional proviso that 
(CR'^R^')b and (CR^^R^')b/ and (CH(R'"))e are bonded to E°; ^ 

R^"^ is independently selected from the group 
consisting of hydrido, alkyl, and haloalkyl; 

R^® is selected from the group conisting of hydrido, 
alkyl, haloalkyl, aroyl or heteroaroyl, wherein ,R^® is 
optionally substituted with one or more substituents 
selected from the group consisting of R^^, R^*^, R^% and 
R". 

68. The compound of claim 67 or a pharmaceutical ly 
acceptable salt thereof, wherein; 
M is N or N->0; 

B is selected from the group consisting of hydrido, 
trialkylsilyl, C2-C8 alkyl, C3-C8 alkylenyl, C3-C8 
alkenyl, C3-C8 alkynyl, and C2-C8 haloalkyl, wherein each 
member of group B is optionally substituted at any carbon 
up to and including 6 atoms from the point of attachment 
of B to A with one or more of the group consisting of R^^, 
R", and R'' } 

R^% R", R^^, R^^ and R^^ are independently selected 
from the group consisting of hydrido, acetamido, 
haloacetamido, amidino, guanidino, alkoxy, hydroxy, 
amino, alkoxyamino, alkylamino, alkyl thio, 
amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl , hydroxyhaloalkyl, carboalkoxy, carboxy, 
carboxamido, cyano, and Q^; 
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A is (CH (R^^) )pa-W'^ wherein pa is an integer selected 
from 0 through 3 and W"^ is selected from the group 
consisting of 0, S, and N(R"') wherein R"' is hydrido or 
alkyl ; 

R^^ is selected from the group consisting of hydrido, 
hydroxy, halo, alkyl, and haloalkyl; 
Ja is N or C-X°; 
Jb is N or C-R\- 

R^ and X° are independently selected from the group 
consisting of hydrido, alkyl, cyano, halo, haloalkyl, 
haloalkoxy, amino, aminoalkyl, alkylamino, amidino, 
hydroxy, hydroxyamino, alkoxy, hydroxyalkyl , alkoxyamino, 
thiol, and alkyl thio; 

R^ is Z°-Q; 

Z° is a bond or (CR*^R*^)q wherein q is 1 or 2; 

R*^ and R^^ are independently selected from the group 
consisting of hydrido, hydroxy, and amino; 

Q is phenyl or a heteroaryl of 5 or 6* ring members, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to Z° is 
optionally substituted by R^, the other carbon adjacent to 
the carbon at the point of attachment is optionally 
substituted by R^^, a carbon adjacent to R^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^°, a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R^° and 
R^^ is optionally substituted by R^^, with the proviso that 
Q is other than a phenyl when Z° is a bond; 

R% R^^ R^S r", and R^^ are independently selected 
from the group consisting of hydrido, acetamido, 
haloacetamido , alkoxyamino , alkanoyl , haloalkanoyl , 
amidino, guanidino, alkylenedioxy, haloalkyl thio, alkoxy, 
cycloalkoxy, eye loalkyl alkoxy, aralkoxy, aryloxy, 
heteroaryl oxy, heteroaralkoxy , heterocyclyloxy , 
heterocyclylalkoxy, hydroxy, amino, alkylamino, N-alkyl- 
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N-arylamino, arylamino, aralkylamino, heteroarylamino, 
heteroaralkyl amino, heterocyclylamino, 
heterocyclylalkylamino, alkylthio, alkylsulf inyl, 
arylsulf inyl, aralkylsulf inyl, cycloalkylsulf inyl, 
5 heteroarylsulf inyl, alkylsulf amido, alkylsulf onyl, 

arylsulf onyl , aralkylsulf onyl , cycloalkylsulf onyl , 
heteroarylsulfonyl, amidosulf onyl , alkyl, aryl, aralkyl, 
cycloalkyl , cycloalkylalkyl , heteroaryl , heterocyclyl , 
halo, haloalkyl, haloalkoxy, hydroxyalkyl , 

10 hydroxyhaloalkyl , aminoalkyl, carboalkoxy, carboxy, 

carboxyalkyl , carboxamido, and cyano; 

K is CHR*^ wherein R*^ is selected from the group 
consisting of hydrido, hydroxyalkyl, alkyl, alkoxyalkyl, 
alkylthioalkyl, and haloalkyl; 

15 E° is selected from the group consisting of a bond, 

C(0)N{H), (H)NC(O), (R'')NS(0)2. and S (O) 2N (R^) ; 

Y° is selected from the group consisting of: 

(i) phenyl or a heteroaryl of 5 or 6 ring members, 
wherein one carbon of said phenyl or said heteroaryl is 

20 substituted by Q^, a carbon two or three contiguous atoms 

from the point of attachment of to the phenyl or 
heteroaryl ring is substituted by Q^, a carbon adjacent to 
the point of attachment of is optionally substituted by 
R^'^, another carbon adjacent to the point of attachment of 

25 is optionally substituted by R^% a carbon adjacent to 

is optionally substituted by R^®, and another carbon 
adjacent to is optionally substituted by R^^; and 

(ii) Q^-Q^^ wherein Q^" is (CH (R^'') ) e-W'- (CH (R^^) ) j,, 
wherein e and h are integers independently selected from 

30 1 through 2 and is CR^^=CH with the proviso that 

{CH(R''))e is bonded to E°; 

R^"^ and R" are independently selected from the group 

consisting of hydrido, amidino, guanidino, carboxy, 

haloalkyl thio, alkoxy, hydroxy, amino, alkoxyamino, lower' 
35 alkylamino, alkylthio, alkylsulf inyl, alkylsulf onyl, 

alkanoyl, haloalkanoyl , alkyl, halo, haloalkyl, 
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haloalkoxy, hydroxyalkyl , aminoalkyli and cyano; 

R^^ and R^^ are selected from the group consisting of: 

(i) hydride, amidino, guanidino, carboxy, 
haloalkylthio, alkoxy, hydroxy, amino, alkoxyamino, lower 

5 alkylamino, alkylthio, alkylsulf inyl, alkylsulfonyl, . 

alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, 
haloalkoxy, hydroxyalkyl, aminoalkyl, and cyano; and 

(ii) NR'°R=^\ N(R'')C(NR2')N(R") (R'") , and C(NR'')NR''R'S 
with the proviso that R^^, R^^, and are not 

10 simultaneously hydrido; 

is selected from the group consisting of NR^^R^^, 
hydrido, N(R'^)C(NR'^)N(R^') (R^^) , and C (NR^^) NR"r'', with the 
proviso that no more than one of R^° and R^^ is selected 
from the group consisting of hydroxy, amino, alkylamino, 

15 and dialkylamino at the same time and with the further 

proviso that no more than one of R^^ and R^^ is selected 
from the group consisting of hydroxy, amino, alkylamino, 
and dialkylamino at the same time; 

R^S R", R^S R^^ and R^^ are independently 

20 selected from the group consisting of hydrido, alkyl, 

hydroxy, amino, alkylamino and dialkylamino; 

is selected from the group consisting of a bond, 
(CR^''R^®)b wherein b is an integer selected from 1 through 
3, and 

25 (CH{R^^) )c-W^- (CH{R^^) )d wherein c and d are 

independently 1 or 2 and is selected from the group 
consisting of C(0)N(R^'), {R^')NC(O), S (0) , 8(0)2, 
S(0)2N(R^^), N(R^*)S(0)2r and N(R^*), with the proviso that 
R^^ is selected from other than halo when directly bonded 
30 to N and with the further proviso that {CR^''R^®)b/ and 

(CH{R^^))c are bonded to E^• 

R^^ is selected from the group consisting of hydrido, 
halo, alkyl, and haloalkyl; 

R^*^ is independently selected from the group 
35 consisting of hydrido, alkyl, and haloalkyl; 

R^® is selected from the group consisting of hydrido, 
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alkyl, haloalkyl, aroyl and heteroaroyl. 



69. The compound of claim 68 having the structure: 




or a pharmaceutically acceptable salt thereof, wherein; 
M is N or 

B is selected from the group consisting of hydrido, 
trialkylsilyl, C2-C4 alkyl, C3-C5 alkylenyl, C3-C4 
alkenyl, C3-C4 alkynyl, and C2-C4 haloalkyl, wherein each 
member of group B is optionally substituted at any carbon 
up to and including 3 atoms from the point of attachment 
of B to A with one or more of the group consisting of R^^, 
R^S and R^S- 

R^^, R^^, and R^* are independently selected from the 
group consisting of hydride, acetamido, haloacetamido, 
amidino, guanidino, alkoxy, hydroxy, amino, alkoxyamino, 
alkylamino, alkylthio, amidosulfonyl, alkyl, halo, 
haloalkyl, haloalkoxy, hydroxyalkyl, hydroxyhaloalkyl, 
carboalkoxy, carboxy, carboxamido, and cyano; 

A is (CH(R^^) )pa-N{R'^) wherein pa is an integer 
selected from 0 through 2 and R"' is hydrido or alkyl; 

R^^ is selected from the group consisting of hydrido, 
halo, alkyl, and haloalkyl; 

Ja is N or C-X°; 

Jb is N or C-R\- 

R^ and X° are independently selected from the group 
consisting of hydrido, alkyl, cyano, halo, haloalkyl, 
haloalkoxy, amino, aminoalkyl, alkylamino, amidino, 
hydroxy , hydroxyamino , alkoxy , hydroxyalkyl , alkoxyamino , 
thiol, and alkylthio; 
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R2 is Z°-Q; 

Z° is a bond or CH2; 

Q is phenyl or a heteroaryl of 5 or 6 ring merabers, 
wherein a carbon adjacent to the carbon at the point of 
5 attachment of said phenyl or heteroaryl ring to Z° is 

optionally substituted by R^, the other carbon adjacent to 
the carbon at the point of attachment is optionally 
substituted by R", a carbon adjacent to R^ and two atoms 
from the carbon at the point of attachment is optionally 

10 substituted by R^°, a carbon adjacent to R" and two atoms 

from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R^° and 
R^^ is optionally substituted by R^^; 

R^, R^^, and R" are independently selected from the 

15 group consisting of hydrido, hydroxy, amino, amidino, 

guanidino, alkylamino, alkylthio, alkyl sulfonamide, 
alkylsulf inyl, alkylsulfonyl, amidosulf onyl, alkyl, 
alkoxy, halo, haloalkyl, haloalkoxy, hydroxyalkyl , 
hydroxyhaloalkyl , carboxy, carboxamido, and cyano; 

20 R^° and R^^ are independently selected from the group 

consisting of hydrido, acetamido, haloacetamido, 
amidino, guanidino, alkyl, aryl, aralkyl, cycloalkyl, 
cycloalkylalkyl, heteroaryl, heterocyclyl , alkoxy, 
cycloalkoxy, cycloalkylalkoxy, aralkoxy, aryloxy, 

25 heteroaryloxy, heteroaralkoxy, heterocyclyloxy, 

heterocyclylalkoxy, hydroxy, amino, alkoxyamino, 
alkylamino, arylamino, aralkylamino, heteroaryl amino, 
het eroaralkylamino , heterocyclylamino , 

heterocyclylalkylamino, alkylsulf onami do, amidosulf onyl , 
30 arylsulfinyl, aralkyl sulf inyl, cycloalkyl sulf inyl, 

heteroaryl sul f inyl , aryl sul f onyl , aralkyl sul f onyl , 
cycloalkyl sulf onyl, heteroaryl sulf onyl , hydroxyalkyl, 
hydroxyhaloalkyl, aminoalkyl, carboalkoxy, carboxy, 
carboxyalkyl, carboxamido, halo, haloalkyl, and cyano; 
35 Y° is phenyl or a heteroaryl of 5 or 6 ring members, 

wherein one carbon of said phenyl or said heteroaryl is 
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substituted hy , a carbon two or three atoms from the 
point of attachment of Q° to said phenyl or said 
heteroaryl is substituted by Q^, a carbon adjacent to the 
point of attachment of is optionally substituted by R^"^, 
another carbon adjacent to the point of attachment of 
is optionally substituted by R^®, a carbon adjacent to 
is optionally substituted by R^^, and another carbon 
adjacent to is optionally substituted by R^^; 

R^"^ and R^® are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
haloalkylthio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl, alkylsulfonyl, alkanoyl, 
haloalkanoyl , alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl , aminoalkyl, and cyano; 

R^^ and R^^ are selected from the group consisting of: 

(i) hydrido, amidino, guanidino, carboxy, 
haloalkyl thio, alkoxy, hydroxy, amino, alkyl amino, 
alkylthio, alkylsulf inyl, alkyl sulfonyl, alkanoyl, 
haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl, aminoalkyl, and cyano; 

(ii) NR^'R^S N(R^')C(NR2')N(R") (R'^j , and C(NR'^)NR"R'S 
with the proviso that R^% R", and are not 
simultaneously hydrido; 

is selected from the group consisting of NR^°R^^, 
hydrido, ' C(NR2^)NR''R=^S and N(R'') C (NR2^)N(R") (R'') , with the 
proviso that no more than one of R^° and R^^ is hydroxy at 
the same time and with the further proviso that no more 
than one of R^^ and R^* is hydroxy at the same time; 

R^\ R^\ R^^, R^^ and R^^ are independently 
selected from the group consisting of hydrido, alkyl, and 
hydroxy; 

Q° is selected from the group consisting of a bond, 
CH2, and CH2CH2. 

70 • The compound of claim 69 or a pharmaceutically 
acceptable salt thereof, wherein; 
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M is N or N->0; 

B is selected from the group consisting of ethyl, 2- 
propenyl, 2-propynyl, propyl, isopropyl, -CH2CH2CH2-, - 
CH2CH2CH2CH2-, butyl, 2-butenyl, 3-butenyl, 2-butynyl, sec- 
butyl, tert-butyl, isobutyl, 2-methylpropenyl, 2,2,2- 
trif luoroethyl, 3, 3, 3-trifluoropropyl, and 2,2- 
dif luoropropyl, wherein each member of group B is 
optionally substituted at any carbon up to and including 
3 atoms from the point of attachment of B to A with one 
or more of the group consisting of R^^, R^^ and R^^; 

R^^, R^\ and R^^ are independently selected from the 
group consisting of hydrido, amidino, guanidino, carboxy, 
methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 
methoxyamino , ethoxyamino , acetamido, trif luoroacetamido, 
N-methylamino, dimethyl amino, N-ethylamino, methyl thio, 
ethylthio, isopropylthio, trif luoromethyl, 
pentaf luoroethyl , 2,2,2 -trif luoroethyl , trif luoromethoxy , 
1, 1, 2, 2-tetrafluoroethoxy, fluoro, chloro, bromo, 
amidosulfonyl, N-methylamidosulfonyl, N,N- 
dime thyl ami dosulfonyl, hydroxymethyl, 1-hydroxyethyl , 2- 
hydroxyethyl , 

2 , 2 , 2-trif luoro-l-hydroxyethyl , methoxycarbonyl , 
ethoxycarbonyl , amidocarbonyl , N-methylamidocarbonyl , 
N,N- dime thyl ami docarbonyl, and cyano; 

A is selected from the group consisting of a bond, 
NH, and N(CH3) ; 

Ja is N or C-X°; 

Jb is N or C-R\- 

R^ and X° are independently selected from the group 
consisting of hydrido, hydroxy, amino, amidino, 
hydroxyamino , aminomethyl , 1 -aminoethyl , me thyl amino , 
dimethylamino, cyano, methyl, ethyl,' trif luoromethyl , 
pentaf luoroethyl , 2,2, 2 -trif luoroethyl , methoxy, 
hydroxymethyl , 1-hydroxyethyl , 2 -hydroxyethyl , 
methoxyamino, methyl thio, ethyl thio, trif luoromethoxy,* 
1,1, 2, 2-tetrafluoroethoxy, fluoro, chloro, and bromo ; 
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is Z'-Q; 
Z° is a bond or CH2; 

Q is selected from the group consisting of phenyl, 
2-thienyl, 3-thienyl, 2-furyl, 3-furyl, 2-pyrrolyl, 3- 
pyrrolyl, 2-imidazolyl, 4-imidazolyl , 3-pyrazolyl, 4- 
pyrazolyl, 2-thiazolyl, 3-isoxazolyl, 5-isoxazolyl, 2- 
pyridyl, 3-pyridyl, 4-pyridyl, 2-pyrazinyl, 2- 
pyrimidinyl , 4-pyrimidinyl , 5-pyrimidinyl , 3 -pyridazinyl , 
4-pyridazinyl, and 1, 3, 5-triazin-2-yl, wherein a carbon 
adjacent to the carbon at the point of attachment of said 
phenyl or heteroaryl ring to Z° is optionally substituted 
by R% the other carbon adjacent to the carbon at the 
point of attachment is optionally substituted by R", a 
carbon adj acent to R^ and two atoms from the carbon at the 
point of attachment is optionally substituted by R^°, a 
carbon adjacent to R^^ and two atoms from the carbon at the 
point of attachment is optionally substituted by R^^, and 
any carbon adjacent to both R^° and R^^ is optionally 
substituted by R^^; 

R% R^\ and R^^ are independently selected from the 
group consisting of hydrido, amidino, guanidino, carboxy, 
methyl, ethyl, propyl, isopropyl, methoxy, ethoxy, 
isopropoxy, propoxy, hydroxy, amino, N-methyl amino, 
N,N-dimethylamino, N-ethylamino, methyl thio, ethylthio, 
isopropylthio, trif luoromethyl , pentaf luoroethyl, 2,2,2- 
trif luoroethyl , 2,2,3,3,3 -pentaf luoropropyl , 
trifluoromethoxy, 1, 1,2,2-tetraf luoroethoxy, f luoro, 
chloro, bromo, methanesulf onamido, amidosulf onyl, N- 
methylamidosulf onyl , N, N- dimethyl amidosulf onyl , 
hydroxymethyl , 1 -hydroxyethyl , 2 -hydroxyethyl , 2,2,2- 
trif luoro- 1-hydroxyethyl, amidocarbonyl , N- 
methyl ami docarbonyl , N, N- dimethyl amidocarbonyl , and 
cyano; 

R^° and R^^ are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
carboxymethyl , methyl, ethyl, propyl, isopropyl, methoxy. 
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ethoxy, isopropoxy, propoxy, hydroxy, amino, 
me thoxyamino , ethoxyamino , acetamido , 
trif luoroacetamido, aminomethyl, 

1-aminoethyl, 2-aminoethyl, N-methylamino, dimethyl amino, 
N-ethylamino, methanesulf onamido, amidosulfonyl , N- 
methylamidosulf onyl , N, N-dimethylamidosulf onyl , 
hydroxyme t hy 1 , 1 - hydr oxy e t hy 1 , 2 - hy dr oxy e t hy 1 , 2,2,2- 
trif luoro- 1-hydroxyethyl , methoxycarbonyl , 
ethoxycarbonyl , amidocarbonyl , N-methylamidocarbonyl , 
N,N-dimethylamidocarbonyl, N-benzylamidocarbonyl, N- (2- 
chlorobenzyl ) amidocarbonyl , N- ( 3 - 
f luorobenzyl ) amidocarbonyl , N- (2 - 
trif luoromethylbenzyl ) amidocarbonyl , N- ( 1 - 
phenylethyl) amidocarbonyl , N- ( 1 -methyl - 1- 
phenylethyl) amidocarbonyl , N-benzylamidosulf onyl , N- (2 - 
chlorobenzyl) amidosulfonyl, N-isopropylamidocarbonyl, N- 
cyclobutyl amidocarbonyl , N- eye lopentyl amidocarbonyl , 
fluoro, chloro, bromo, cyano, cyclobutoxy, cyclohexdxy, 
eye 1 ohexy Ime t hoxy , 4 - 1 r i f luor ome t hy eye 1 ohexy 1 me t hoxy , 
cyelopentoxy, benzyl , benzyloxy, 4-bromo~3-f luorophenoxy, 

3 - bromobenzyloxy , 4-bromobenzyloxy , 4 -bromobenzyl amino, 
5 -bromopyrid-2 -ylmethylamino , 4 -butoxyphenamino , 3 - 
chlorobenzyl , 4-chlorophenoxy, 4-ehloro-3 -ethylphenoxy , 

4 - chloro - 3 - ethylbenzylamino , 4 - chloro - 3 -ethylphenylamino , 
3 -chlorobenzyl oxy, 4 -chlorobenzyl oxy, 4- 
chlorobenzylsulf onyl , 4 - chlorophenyl amino , 4 - 
chlorophenylsulf onyl , 5-chloropyrid-3 -yloxy, 2 -cyanopyrid- 
3 -yloxy , 2 , 3 -dif luorobenzyl oxy, 2 , 4 -dif luorobenzyloxy, 

3 , 4 -dif luorobenzyloxy, 2 , 5 -dif luorobenzyloxy, 3,5- 
dif luorophenoxy, 3 , 5 -dif luorobenzyloxy, 4- 
dif luoromethoxybenzyloxy , 2 , 3 -dif luorophenoxy , 2,4- 
dif luorophenoxy, 2 , 5-dif luorophenoxy, 3,5- 
dimethylphenqxy, 3 , 4-dimethylphenoxy, 3,4- 
dimethylbenzyloxy, 3 , 5-dimethylbenzyloxy, 4- 
ethoxyphenoxy, 4-ethylbenzyloxy, 3 -ethylphenoxy, 4- 
ethylaminophenoxy , 3 - ethyl - 5 -raethylphenoxy , 4 - 
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f luorobenzyloxy , 2-f luoro-3 -trif luoromethylbenzyloxy , 3 - 
fluoro-5-trifluoroTnethylbenzyloxy, 4-fluoro-2- 
trif luoromethylbenzyloxy, 4-f luoro-S- 
trif luoromethylbenzyloxy, 2-f luorophenoxy, 4- 
5 f luorophenoxy, 2-f luoro-3-trif luoromethylphenoxy/ 2- 

f luorobenzyloxy , 4 - f luorophenylamino , 2 - f luoro-4 - 
tri f luoromethylphenoxy , 4 - isopropylbenzyloxy , 3 - 
i sopr opy Iphenoxy , 4 - i sopropy Iphenoxy , 4 - i sopropy 1 - 3 - 
methylphenoxy , 4 - isopropylbenzyloxy , 3 -isopropylphenoxy , 
10 4 -isopropylphenoxy, 4-isopropyl-3 -methylphenoxy/ 

phenylamino, 1 -phenyl ethoxy, 2- phenyl ethoxy, 2- 
phenylethyl , 2 -phenylethylamino, phenyl sulfonyl , 3 - 
trif luoromethoxybenzyloxy, 4-trif luoromethoxybenzyloxy, 

3 - trif luoromethoxyphenoxy , 4 - trif luoromethoxyphenoxy , 3 - 
15 trif luoromethylbenzyloxy, 4-trif luoromethylbenzyloxy, 

2 , 4 -bis -trif luoromethylbenzyloxy, 3 - 

trif luoromethylbenzyl, 3 , 5-bis-trif luoromethylbenzyloxy, 

4 - trif luoromethylphenoxy , 3 -trif luorome thy Iphenoxy, 3 - 
trif luoromethylthiobenzyloxy, 4- 

20 trif luoromethylthiobenzyloxy, 2 , 3 , 4-trif luorophenoxy, 

2,3, 5-trif luorophenoxy, 3-pentaf luoroethylphenoxy, 3- 
(1,1,2,2 - tetraf luoroethoxy) phenoxy , and 3 - 
trif luoromethylthiophenoxy; _ 

Y° is selected from the group consisting of: 

25 l-Q^-4-Q°-2-R^^-3-R"-5-R^^-6-R^^benzene, 

2- Q^-5-Q^-6-R^''-4-R^'-3-R''pyridine, 

3- Q^-6-Q^-2-R^^-5-R"-4-R^^pyridine, 2-Q^-5-Q^-3-R^^-6- 
R^^pyrazine, 

3-Q^-6-Q^-2-R^®-5-R"-4-R^^pyridazine, 
30 2-Q^-5-Q°-4-R^"'-6-R"pyrimidine, 5-Q^-2-Q^-4-R'^-6- 

R^^pyr imidine , 

3-Q^-5-Q^-4-R^^-2-R^^thiophene, 2-Q^-5-Q^-3-R^^-4~ 
R^'^thiophene, 

3- Q^-5-Q^-4-R^^-2-R'^furan, 2-Q^-5-Q^-3-R^^-4-R^''furan, 

35 3-Q^-5-Q°-4-R^^-2-R^^pyrrole, 2-Q^-5-Q^-3-R^^-4-R^''pyrrole, 

4- Q^-2-Q^-5-R^^imidazole, 2-Q^-4-Q^^5-R^^imidazoie, 
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3-'Q^-5-Q^-4-R^^isoxazole, 5-Q^-3-Q°-4-R^^isoxazole, " 
2-Q*'-5-Q°-4-R'^pyrazole, 4-Q^-2-Q^-5-R^^thiazole, and 
2-Q^-5-Q^-4~R^''thiazole; 

R^'^ and R^^ are independently selected from the group 
consisting of hydride, methyl, ethyl, isopropyl, propyl, 
carboxy, amidino, guanidino, methoxy, ethoxy, isopropoxy, 
propoxy, hydroxy, amino, aminomethyl, 1-aminoethyl, 2- 
aminoethyl , N- methyl amino, dimethyl amino, N-ethylamino, 
methyl thio , ethyl thio , isopropylthio , 
trif luoromethylthio, methyl sulfinyl , ethylsulf inyl, 
methyl sulfonyl , ethylsulf onyl , trif luoromethyl , 
pentaf luoroethyl , 2,2, 2 - trif luoroethyl , 2,2,3,3,3- 
pentaf luoropropyl , trif luoromethoxy , 1,1,2,2- 
tetraf luoroethoxy, fluoro, chloro, bromo, hydroxymethyl , 
1 - hydroxy e t hy 1 , 2-hydroxyethyl, and cyano; 

R^^ and R^^ are selected from the group consisting of : 

(i) hydrido, methyl, ethyl, isopropyl, propyl, 
carboxy, amidino, guanidino, methoxy, ethoxy, isopropoxy, 
propoxy, hydroxy, amino, aminomethyl, 1-aminoethyl, 2- 
aminoethyl , N- methyl amino, dimethylamino, N-ethylamino, 
methylthio , ethyl thio , isopropylthio , 

trif luoromethylthio, methyl sulfinyl, ethylsulf inyl, 
methyl sulfonyl , ethylsulf onyl , trif luoromethyl , 
pentaf luoroethyl , 2,2,2 -trif luoroethyl , 2,2,3,3,3- 
pentaf luoropropyl , trif luoromethoxy , 1,1,2,2- 
tetraf luoroethoxy, fluoro, chloro, bromo, hydroxymethyl, 
1-hydroxyethyl, 2 -hydroxy ethyl, and cyano; and 

(ii) NR'°R^\ N(R^^)C(NR^^)N(R") (r2*) , and C{NR25)NR2^r2S 
with the proviso that R^^, R^^, and are not 
simultaneously hydrido; 

is selected from the group consisting of NR^°R^^, 
hydrido, C (NR") NR^'R'% and N(R'') C {NR2^)N(R") (R^^) , with the 
proviso that no more than one of R^^, R^^, R^\ and R^* can 
be hydroxy, when any two of the group consisting of R^°, 
R^^, R^^ , and R^* are bonded to the same atom and with 
the further proviso that said tf* group is bonded directly 
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to a carbon atom; 

R", R", R", R", R", and R=^ are independently 
selected from the group consisting of hydrido, methyl, 
ethyl, propyl, butyl, isopropyl, and hydroxy; 
5 is selected from the group consisting of a bond, 

CHa, and CH2CH2. 

71. The compound of claim 70 having the structure: 

x°. 

H N 
H 

or a pharmaceutically acceptable salt thereof, wherein; 
M is N or N-^0; 

10 A is selected from the group consisting of CHgNCCHj) , 

CHjNCCHjCHa) , CHaCHaNCCHj) , and CHaCHaNCCHaCHa) ; 
Jb is N or C-R^• 

and X° are independently selected from the group 
consisting of hydrido, hydroxy, amino, amidino, 
15 hydroxyamino, aminomethyl, 1-aminoethyl , methylamino, 

dimethyl amino, cyano, methyl, ethyl, trif luoromethyl, 
pentaf luoroethyl, 2,2,2-trifluoroethyl, methoxy, 
hydroxymethyl , 1- hydroxy ethyl, 2-hydroxyethyl , 
methoxyamino, methylthio, ethylthio, trif luoromethoxy, 
20 1,1,2,2-tetrafluoroethoxy, fluoro, chloro, and bromo; 

is Z°-Q/ 
Z° is a bond or CH2; 

Q is selected from the group consisting of phenyl, 
2-thienyl, 3-thienyl, 2-furyl, 3-furyl, 2-pyrrolyl, 3- 
25 pyrrolyl, 2-imidazolyl, 4-imidazolyl, 3-pyrazolyl, 4- 

pyrazolyl, 2-thiazolyl, 3-isoxazolyl, 5-isoxazolyl, 2- 
pyridyl, -3-pyridyl, 4-pyridyl, 2-pyrazinyl, 2- 
pyrimidinyl, 4-pyrimidinyl, 5-pyrimidinyl, 3-pyridazinyl, 
4-pyridazinyl, and l,3,5-triazin-2-yl, wherein a carbon 
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adjacent to the carbon at the point of attachment of said 
phenyl or heteroaryl ring to Z° is optionally substituted 
by R% the other carbon adjacent to the carbon at the 
point of attachment is optionally substituted by R", a 
carbon adjacent to and two atoms from the carbon at the 
point of attachment is optionally substituted by R^% a 
carbon adjacent to R^^ and two atoms from the carbon at the 
point of attachment is optionally substituted by R^^, and 
any carbon adjacent to both R^° and is optionally 
substituted by R^^; 

R^ R^^, and R" are independently selected from the 
group consisting of hydrido, amidino, guanidino, carboxy, 
methyl, ethyl, propyl, isopropyl, methoxy, ethoxy, 
isopropoxy, propoxy, hydroxy, amino, N-methylamino, 
N,N- dimethyl amino, N-ethylamino, methylthio, ethyl thio, 
isopropylthio, trifluoromethyl , pentaf luoroethyl, 2,2,2- 
trif luoroethyl , 2,2,3,3,3 -pentaf luoropropyl , 
trif luoromethoxy , 1,1,2, 2 - tetraf luoroethoxy, f luoro, 
chloro, bromo, methanesulfonamido, amidosulf onyl, N- 
methylamidosulfonyl, N,N-dimethylamidosulf onyl, 
hydroxymethyl , 1- hydroxy ethyl, 2 - hydroxy e t hyl , 2,2,2- 
trifluoro-l-hydroxyethyl, amidocarbonyl , N- 
methylamidocarbonyl, N,N-dimethylamidocarbonyl, and 
cyano ; 

R^° and R^^ are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
carboxymethyl , methyl, ethyl, propyl, isopropyl, methoxy, 
ethoxy, isopropoxy, propoxy, hydroxy, amino, 
methoxyamino, ethoxyamino, acetamido, 
trif luoroacetamido, aminomethyl, 1-aminoethyl/ 2- 
aminoethyl , N-methyl amino, dimethylamino, N-ethylamino, 
methanesul f onamido , amidosul f onyl , N-methyl amidosul f onyl , 
N, N-dimethylamidosulf onyl , hydroxymethyl , 1 -hydroxyethyl , 
2 -hydroxyethyl , 2,2, 2 - trif luoro- 1-hydroxyethyl , 
methoxycarbonyl , ethoxycarbonyl , amidocarbonyl, N- 
methyl amidocarbonyl, N,N-dimethyl amidocarbonyl, N- 
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benzyl amidocarbonyl , N- (2 -chlorobenzyl ) amidocarbonyl , 

N- (3-f luorobenzyl) amidocarbonyl, N- (2- 
trif luoromethylbenzyl) amidocarbonyl , N- (1- 
phenylethyl) amidocarbonyl, N- ( 1 -methyl -1- 
phenylethyl) amidocarbonyl, N-benzylamidosulfonyl , N- (2- 
chlorobenzyl ) amidosulf onyl , N- isopropylamidocarbonyl , N- 
cyclobutyl amidocarbonyl , N-cyclopentyl amidocarbonyl , 
fluoro, chloro, bromo, cyano, cyclobutoxy, cyclohexoxy/ 
cyclohexylmethoxy, 4-trif luoromethycyclohexylmethoxy, 
cyclopentoxy , benzyl , benzyloxy, 4-bromo-'3 -f luorophenoxy, 

3 - bromobenzyloxy , 4 -bromobenzyloxy , 4 -bromobenzyl amino, 
5 -bromopyrid- 2 -ylmethyl amino , 4 -butoxyphenamino , 3 - 
chlorobenzyl , 4 - chl orophenoxy , 4 - chloro - 3 - e t hylphenoxy , 

4 - chloro- 3 - ethylbenzyl amino , 4 - chloro - 3 - ethylphenylamino , 
3 - chlorobenzyl oxy , 4 - chlorobenzyloxy , 4 - 
chlorobenzyl sul f ony 1 , 4 - chlorophenyl amino , 4 - 

chl orophenylsulf onyl , 5 -chloropyrid- 3 -yloxy , 2 - 

cyanopyrid-3-yloxy, 2 , 3-dif luorobenzyloxy, 2,4- 

dif luorobenzyloxy, 3 , 4-dif luorobenzyloxy, 2,5- 

dif luorobenzyloxy, 3 , 5-dif luorophenoxy, 3,5- 

dif luorobenzyloxy, 4-dif luoromethoxybenzyl oxy, 2,3- 

dif luorophenoxy, 2, 4-dif luorophenoxy, 2,5- 

dif luorophenoxy , 3 , 5 -dime t hylphenoxy , 3,4- 

dimet hylphenoxy, 3 , 4 -dimethylbenzyloxy, 3,5- 

dimethylbenzyloxy, 4 -ethoxyphenoxy , 4 -ethylbenzyl oxy , 3 - 

et hylphenoxy, 4 -ethylaminophenoxy, 3 -ethyl -5- 

methylphenoxy , 4 - f luorobenzyloxy , 2 - f luoro-3 - 

trif luoromethylbenzyloxy, 3-f luoro-5- 

tr i f luoromethylbenzyloxy , 4 - f luoro- 2 - 

trif luoromethylbenzyloxy, 4-f luoro-3 - 

trif luoromethylbenzyloxy , 2 -f luorophenoxy , 4 - 

f luorophenoxy , 2 - f luoro-3 -trif luoromethylphenoxy, 2 - 

f luorobenzyloxy , 4 - f luorophenylamino , 2 - f luoro- 4 - 

trif luoromethylphenoxy , 4 - isopropylbenzyloxy , 3 - 

i sopr opylphenoxy , 4 - i sopropylphenoxy , 4 - i sopropyl - 3 - 

me t hylphenoxy , 4 -isopropylbenzyloxy, 3 -isopropylphenoxy , 
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4 - isopropylphenoxy , 4 - isopropyl - 3 -methylphenoxy , 
phenylamino, 1-phenylethoxy, 2 -phenyl ethoxy, 2- 
phenylethyl, 2 -phenylethylamino, phenyl sulfonyl, 3- 
trifluoromethoxybenzyloxy, 4-trif luoromethoxybenzyloxy, 

3 - trif luoromethoxyphenoxy , 4-trif luoromethoxyphenoxy , 3- 
trifluoromethylbenzyloxy, 4-trif luoromethylbenzyloxy, 

2, 4~bis-trif luoromethylbenzyloxy, 3- 

trif luoromethylbenzyl , 3 , 5-bis-trif luoromethylbenzyloxy, 

4 - trif luoromethylphenoxy , 3 - trif luoromethylphenoxy , 3 - 
trif luoromethylthiobenzyloxy; 4- 

trif luoromethylthiobenzyloxy, 2 , 3 , 4-trif luorophenoxy, 
2,3, 5-trif luorophenoxy, 3-pentaf luoroethylphenoxy, 3- 
(l,l,2,2-tetrafluoroethoxy)phenoxy, and 3- 
t r i f luor ome t hy 1 1 hi ophenoxy ; 

y° is selected from the group consisting of: 
l«Qb-4.QS-2-R^^-3-R^''-5'-R^'-6-R'^benzene, 2-Q^-5-Q^-6-R'''-4-R"- 
3-R"pyridine, 3-Q^-6-Q^-2-R^^-5-R"-4-R^^pyridine, 2-Q^-5-Q^- 
3-R"-6-R^^pyrazine, 3-Q^-6-Q^-2-R"-5-R^^-4-R^^pyridazine, 2- 
Q^-5-Q"-4-R'''-6-R''pyrimidine, 5-Q^-2-Q"-4-R^^-6- 
R^^pyrimidine, 3-Q*'-5-Q^-4-R'^-2-R'^thiophene, 2-Q^-5-Q^-3- 
R^^-4-R^''thiophene, 3-Q''-5-Q^-4-R"-2-R'^furan, 2-Q^-5-Q^-3- 
R"-4-R^'furan,3-Q^-5-Q^-4-R'^-2-R^^pyrrole, 2 -Q^-5-Q^-3-R^'-4- 
R^'^pyrrole, 4-Q^-2-Q^-5-R''imidazole, 2-Q^-4-Q^-5- 
R^^imidazole, 3-Q^-5-Q^-4-R'^isoxazole, • 5-Q^-3-Q"-4- 
R^^isoxazole, 2-Q^-5-Q^-4-R'^pyrazole, 4-Q^-2-Q^-5- 
R^thiazole, and 2-Q^-5-Q^-4-R^^thiazole; 

R^^, R^'^, R", and R^^ are independently selected from 
the group consisting of hydrido, methyl, ethyl, 
isopropyl, propyl, amidino, guanidino, methoxy, ethoxy, 
isopropoxy, propoxy, hydroxy, amino, aminomethyl, 1- 
aminoethyl , 2 -aminoethyl , N- methyl amino, dimethylamino, 
N-ethylamino, methylthio, ethylthio, isopropyl thio, 
trifluoromethylthio, methylsulf inyl, ethylsulf inyl, 
methylsulfonyl, ethyl sulfonyl, trif luoromethyl, 
pentaf luoroethyl , 2,2,2 -trif luoroethyl , 2,2,3,3,3- 
pejitaf luoropropyl , trif luoromethoxy , 1,1,2,2- 
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tetraf luoroethoxy, fluoro, chloro, bromo, hydroxymethyl , 
1-hydroxyethyl, 2 -hydroxy ethyl, and cyano; 

is selected from the group consisting of NR^°R^\ 
C(NR'')NR"r2% and N(R'^) C (NR'')N(R^') (R"') , with the proviso 
5 that no more than one of R^°, R^^, R^^, and R^* can be 

hydroxy, when any two of the group consisting of R^°, R^^, 
R^^ , and R^^ are bonded to the same atom, and with the 
further proviso that said group is bonded directly to a 
carbon atom; 

10 R^\ R^\ R^^ R^\ R", and R^^ are independently 

selected from the group consisting of hydrido, methyl, 
ethyl, propyl, butyl, isopropyl, and hydroxy; 

is selected from the group consisting of a bond, 
CH2, and CH2CH2. 

72- The compound of claim 71 or a pharmaceutical ly 
acceptable salt thereof, wherein; 
M is N->0; 

A is selected from the group consisting of CH2N{CH3), 
CHaNCCHaCHa) , CHaCH^NCCHs) , and CHaCH^N (CH2CH3) ; 
Jb is C-R^; 

R^ and X° are independently selected from the group 
consisting of hydride, hydroxy, amino, amidino, 
hydroxyamino , aminomethyl , me thylamino , cyano , methyl , 
trif luoromethyl, methoxy, hydroxymethyl , methoxyamino, 
methylthio, trif luoromethoxy, fluoro, and chloro; 
r2 is Z°~Q; 
Z° is a bond or CH2; 

Q is selected from the group consisting of 
3 -amidocarbonyl - 5 - aminophenyl , 3 - amino - 5 - (N- 
benzylamidocarbonyl ) phenyl , 3 -amino- 5 -benzylphenyl , 3 - 
amino- 5- (2 -phenyl ethyl) phenyl, 3 -amino -5- 
benzylaminophenyl , 3 -amino- 5 - (2 -phenyl ethyl amino) phenyl , 
3 - amino -5 -benzyl oxyphenyl, 3 -amino- 5- (2- 
phenylethoxy) phenyl, 3 -amino- 5- (N- (2- 
chlorobenzyl) amidocarbonyl) phenyl , 3-amino-5- (N- (3- 



20 



25 



30 



35 



wo 02/42272 



PCT/USOl/43280 



336 



f luorobenzyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyl) phenyl , 3-amino-5- (N- 
(1-phenylethyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- (1- 
methyl -1-phenylethyl) amidocarbonyl) phenyl, 3-amino-5- (N- 
benzylamidosulfonyl) phenyl, 3-amino-5- (N- (2- 
chlorobenzyl) amidosul fonyl) phenyl , 3 -amino- 5- (N- 
ethylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
isopropylamidocarbonyl) phenyl , 3 -amino- 5- (N- 
propylamidocarbonyl) phenyl , 3 -amino- 5- (N- 
isobutylamidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
butyl ) amidocarbonyl ) phenyl , 3 - amino - 5 - (N- 
cyclobutylamidocarbonyl) phenyl , 3 -amino-5- {N- 
cyclopentylamidocarbonyl ) phenyl , 3 -amino-5 - (N- 
cyclohexylamidocarbonyl) phenyl , 5-amino-2-f luorophenyl , 
3 - amino - 5 - hydroxyme thylphenyl , 5 - amino - 3 - 
me t hoxycarbony Ipheny 1 , 3 - amidinopheny 1 , 3 - amino - 2 - 
methylphenyl , 5 -amino-2 -methyl thiophenyl , 3 -aminophenyl , 
3-carboxyphenyl , 3-carboxy-5-hydroxyphenyl , 3-amino-5- 
carboxyphenyl , 3-chlorophenyl, 2-chlorophenyl, 3- 
cyanophenyl , 3 , 5 -di aminophenyl , 3 - dimethyl aminophenyl , 2 - 
f luorophenyl , 3 -f luorophenyl, 2-hydroxyphenyl , 3- 
hydroxyphenyl , 3 -methanesulf onylaminophenyl , 2 - 
methoxyphenyl , 3 -methoxyphenyl , 3 -methoxyaminophenyl , 3 - 
methoxycarbonylphenyl , 2 -methylaminophenyl , 3 - 
methylaminophenyl , 2 -methylphenyl , 3 -methylphenyl , 4 - 
methylphenyl , phenyl , 3 - trif luoroacetamidophenyl , 3 - 
trif luoromethylphenyl , 2 -trifluoromethyl phenyl , 5-amino- 

2- thienyl, 5-amino-3 -thienyl , 3-bromo-2-thienyl, 3- 
pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 

Y° is selected from the group consisting of: 
l-Q^-4-Q^-2-R"-3-R^''-5-R''-6-R'^benzene, 2-Q^-5-Q^-6-R"-4-R"- 

3- R^^pyridine, 3-Q^-6-Q^-2-R^^-5-R^^-4-R^^pyridine, 3-Q^-5-Q^- 

4- R^^-2-R^^thiophene, and 2-Q^-5-Q°-3-R^^-4-R^''thiophene; 

R^^ and R^^ are independently selected from the group 
consisting of hydrido, amidino, amino, aminomethyl, 
methoxy, methylamino, hydroxy, hydroxymethyl , fluoro, 
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chloro, and cyano; 

R^*' and are independently selected from the group 
consisting of hydrido, fluoro, chloro, hydroxy, 
hydroxymethyl , amino, carboxy, and cyano; 
is C(NR'^)NR^^R^S- 
R^^, R^^, and R^^ are independently selected from the 
group consisting of hydrido and methyl; 
is CHg. 

73. The compound of claim 72 or a phainuaceutically 
acceptable salt thereof wherein the compound is selected 
from the group consisting of: 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
aminophenyl] - 6- [N,N-dimethylhydrazino] -1- 
oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
aminophenyl] -6- [N- ethyl -N-methylhydrazino] -1- 
oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
aminophenyl] -5-chloro-6- [N,N-dimethylhydrazino] -1- 
oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
aminophenyl] -5-chloro-6- [N-ethyl-N-methylhydrazino] -1- 
oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3, 5- 
diaminophenyl] - 6- [N,N-dimethylhydrazino] -1- 
oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3, 5- 
diaminophenyl] -6- [N-ethyl-N-methylhydrazino] -1- 
oxypyridinyl] ] acetamide ; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3,5- 
diaminophenyl] -5-chloro-6- [N,N-dimethylhydrazino] -1- 
oxypyridinyl] ] acetamide ; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3,5- 
diaminophenyl] -5-chloro-6- [N-ethyl-N-methylhydrazino] -1- 
oxypyridinyl] ] acetamide; 



wo 02/42272 



PCT/USOl/43280 



338 



2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
aTnino-5-carboxyphenyl] - 6- [N,N-dimethylhydrazino] -1- 
oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
amino-5-carboxyphenyl] -6- [N-ethyl-N-methylhydrazino] -1- 
oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3~ 
amino-5-carboxyphenyl] -5-chloro-6- [N,N- 
dimethylhydrazino] -1-oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
amino-5-carboxyphenyl] -5-chloro-6- [N-ethyl-N- 
methyl hydrazine] -1-oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
amino-5- (N-benzylamidocarbonyl) phenyl] - 6- [N,N- 
dimethylhydrazino] -1-oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
amino- 5- (N-benzylamidocarbonyl) phenyl] -6- [N-ethyl-N- 
methylhydrazino] -1-oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
amino-5- (N-benzylamidocarbonyl) phenyl] -5-chloro-6- [N,N- 
dimethylhydrazino] -1-oxypyridinyl] ] acetamide; 

2- [2- [N- [ [4 -aminoiminomethylphenyl] methyl] -3- [3- 
amino-5- (N-benzylamidocarbonyl) phenyl] -5-chloro-6- [N- 
ethyl-N-methylhydrazino] -1-oxypyridinyl] ] acetamide. 

74. The compound of claim 67 having the structure: 



or a pharmaceutically acceptable salt thereof ^ wherein; 
M is N or N-»0; 

B is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a carbon adjacent to the carbon at the point of 




N 
H 
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attachment of said phenyl or heteroaryl ring to A is 
optionally substituted by R^^, the other carbon adjacent 
to the carbon at the point of attachment is optionally 
substituted by R^^, a carbon adjacent to R^^ and two atoms 
5 from the carbon at the point of attachment is optionally 

substituted by R^^, a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R^^ and 
R^^ is optionally substituted by R^*; 

10 R^^, R^^, R^*/ R^^, and R^^ are independently selected 

from the group consisting of hydride, acetamido, 
haloacetamido, amidino, guanidino, alkoxy, hydroxy, 
amino, alkoxyamino, alkylamino, alkylthio, 
amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, 

15 hydroxyalkyl, hydroxyhaloalkyl , carboalkoxy, carboxy, 

carboxamido, cyano, and Q^; 

A is a bond or (CH (R^^) ) p^- (W^) „ wherein rr is 0 or 1, 
pa is an integer selected from 0 through 3, and W"^ is 
{R'^)NC(O) or N(R^) ; 

20 R^ is selected from the group consisting of hydride, 

hydroxy and alkyl; 

R^^ is selected from the group consisting of hydrido, 
halo, alkyl, and haloalkyl; 
Ja is N or C-X°; 

25 Jb is N or C-R\* 

R^ and X° are independently selected from the group 
consisting of hydrido, hydroxy, hydroxyamino, amidino, 
amino, cyano, hydroxyalkyl, alkoxy, alkyl, alkylamino, 
aminoalkyl, alkylthio, alkoxyamino, haloalkyl, 

30 haloalkoxy, and halo; 

r2 is Z°-Q; 

Z° is selected from the group consisting of a bond, 
CH2/ CH2CH2, W°- {CH(R*^) )p wherein p is 0 or 1 and W° is 
selected from the group consisting of 0, S, and N(R*^) ; 
35 R^^ and R^^ are independently hydrido or alkyl; 

Q is phenyl or a heteroaryl of 5 or 6 ring members, 
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wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to Z° is 
optionally substituted by R^, the other carbon adjacent to 
the carbon at the point of attachment is optionally 
5 substituted by R^^, a carbon adjacent to and two atoms 

from the carbon at the point of attachment is optionally 
substituted by R^°, a carbon adjacent to R" and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R^° and 

10 R" is optionally substituted by R^S 

R^, R^^, and R" are independently selected from the 
group consisting of hydride, hydroxy, amino, amidino, 
guanidino, alkylamino, alkylthio, alkyl sulfonamide, 
alkylsulf inyl, alkyl sul fonyl , amidosulf onyl , alkyl, 

15 alkoxy, halo, haloalkyl, haloalkoxy, hydroxyalkyl , 

hydroxyhaloalkyl, carboxy, carboxamido, and cyano; 

R^° and R^^ are independently selected from the group 
consisting of hydride, acetamido, haloacetamido, 
amidino, guanidino, alkyl, aryl, aralkyl, cycloalkyl, 

20 cycloalkylalkyl, heteroaryl, heterocyclyl , alkoxy, 

cycloalkoxy, cycloalkylalkoxy, aralkoxy, aryloxy, 
heteroaryloxy , heteroaralkoxy , heterocyclyloxy, 
heterocyclylalkoxy, hydroxy, amino, alkoxyamino, 
alkylamino, arylamino, aralkyl amino, heteroarylamino, 

25 heteroaralkylamino, heterocyclylamino, 

heterocyclylalkylamino, alkylsulf onamido, amidosulf onyl , 
arylsulf inyl , aralkyl sul f inyl , - cycloalkyl sul f inyl , 
heteroaryl sul f inyl , arylsulf onyl , aralkylsul fonyl , 
cycloalkyl sul fonyl , heteroaryl sul fonyl , hydroxyalkyl , 

30 hydroxyhaloalkyl, aminoalkyl, carboalkoxy, carboxy, 

carboxyalkyl , carboxamido, halo, haloalkyl, and cyano; 

is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein one carbon of said phenyl or said heteroaryl is 
substituted by Q°, a carbon two or three atoms from the 

35 point of attachment of to said phenyl or said 

heteroaryl is substituted by Q^, a carbon adjacent to the 
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point of attachment of is optionally substituted by R^"^, 
another carbon adjacent to the point of attachment of 
is optionally substituted by a carbon adjacent to 

is optionally substituted by R^^, and another carbon 
5 adjacent to is optionally substituted by R^^; 

R^'' and R^^ are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
haloalkylthio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl , alkylsulf onyl , alkanoyl, 
10 haloalkanoyl , alkyl, halo, haloalkyl, haloalkoxy, 

hydroxyalkyl, aminoalkyl, and cyano; 

R^^ and R^^ are selected from the group consisting of: 

(i) hydrido, amidino, guanidino, carboxy, 
haloalkyl thio, alkoxy, hydroxy, amino, alkylamino, 

.15 alkylthio, alkylsulf inyl , alkylsulfonyl, alkanoyl, 

haloalkanoyl , alkyl , halo , haloalkyl , haloalkoxy, 
hydroxyalkyl , aminoalkyl, and cyano; and 

(ii) NR^^R^^ or C {NR^^)NR"R^S with the proviso that 
R", R^^, and are not simultaneously hydrido; 

20 is selected from the group consisting of NR^°R^^, 

hydrido, and C (NR^^) NR"R^^, with the proviso that no more 
than one of R^° and R^^ is hydroxy at the same time and 
with the further proviso that no more than one of R^^ and 
R^* is hydroxy at the same time; 

25 R^°, R^\ R", R^S and R^^ are independently selected 

from the group consisting of hydrido, alkyl, and hydroxy;. 

Q° is selected from the group consisting of a bond, 
CH2, and CH2CH2. 

75. The compound of claim 74 or a pharmaceutical ly 
30 acceptable salt thereof, wherein; 

M is N or N->0; 

B is selected from the group consisting of phenyl, 
2-thienyl, 3-thienyl, 2-furyl, 3-furyl, 2-pyrrolyl, 3- 
pyrrolyl, 2-imidazolyl , 4-imidazolyl, 3-pyrazolyl, 4- 
35 pyrazolyl, 2-thiazolyl, 3-isoxazolyl, S-isoxazolyl, 2- 
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pyridyl, 3-pyridyl, 4-pyridyl, 2-pyrazinyl, 2- 
pyrimidinyl , 4-pyrimidinyl , 5-pyrimidinyl , 3-pyridazinyl , 
4-pyridazinyl, and 1 , 3 , 5-triazin-2"-yl , wherein a carbon 
adjacent to the carbon at the point of attachment of said 
5 phenyl or heteroaryl ring to A is optionally substituted 

by R^^, the other carbon adjacent to the carbon at the 
point of attachment is optionally substituted by R^®, a 
carbon adjacent to R^^ and two atoms from the carbon at the 
point of attachment is optionally substituted by R^^, a 

10 carbon adjacent to R^^ and two atoms from the carbon at the 

point of attachment is optionally substituted by R^^, and 
any carbon adjacent to both R^^ and R^^ is optionally 
substituted by R^*; 

R^^, R^^, R^*, R^^, and R^^ are independently selected 

15 from the group consisting of hydride, amidino, guanidino, 

carboxy, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, 
amino, methoxyamino, ethoxyamino, acetamido, 
trif luoroacetamido, N-methyl amino, dimethyl amino, N- 
ethylamino, methylthio, ethylthio, isopropylthio, 

20 trif luoromethyl , pentaf luoroethyl , 2,2, 2 -trif luoroethyl , 

2,2,3,3,3 -pentaf luoropropyl , trif luoromethoxy, 1,1,2,2- 
tetraf luoroethoxy, fluoro, chloro, bromo, amidosulf onyl, 
N-methyl ami dosulfonyl , N,N-dimethylamidosulf onyl , 
hydroxymethyl , l-hydroxyethyl , 2-hydroxyethyl, 2,2,2- 

25 trif luoro-1 -hydroxyethyl , methoxycarbonyl , 

ethoxycarbonyl , amidocarbonyl , N-methylamidocarbonyl , 
N,N-dimethylamidocarbonyl, cyano, and Q^; 

A is selected from the group consisting of a bond, 
NH, N(CH3), N(OH), CH^, CH3CH, CF3CH, NHC(O), N(CH3)C(0), 

30 C(0)NH, C(0)N(CH3), CH2CH2, CH2CH2CH2, CH3CHCH2, and 

CF3CHCH2; 

Ja is N or C-X^• 
Jb is N or C-R\- 

R^ and X° are independently selected from the group 
35 consisting of hydrido, hydroxy, amino, amidino, 

hydroxyamino, aminomethyl, 1-aminoethyl, methylamino. 
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dimethylamino, cyano, methyl, ethyl, trif luoromethyl, 
pentaf luoroethyl , 2,2, 2 - trif luoroethyl , methoxy, 
hydroxymethyl / 1 -hydroxy ethyl , 2 -hydroxyethyl , 
methoxyamino, methyl thio, ethylthio, trif luoromethoxy, 
1,1,2,2-tetrafluoroethoxy, fluoro, chloro, and bromo; 
R"^ is Z^-Q; 

Z° is selected from the group consisting of a bond, 
CH2, CH2CH2, O, S, NH, N(CH3), OCH2/ SCH2, N(H)CH2, and 
N{CH3)CH2; 

Q is selected from the group consisting of phenyl, 
2-thienyl, 3-thienyl, 2-furyl, 3~furyl, 2-pyrrolyl, 3- 
pyrrolyl, 2-imidazolyl , 4-imidazolyl, 3-pyrazolyl, 4- 
pyrazolyl, 2-thiazolyl, 3-isoxazolyl, 5-isoxazolyl, 2- 
pyridyl, 3-pyridyl, 4-pyridyl, 2-pyrazinyl, 2- 
pyrimidinyl , 4 -pyrimidinyl , 5 -pyrimidinyl , 3 -pyridazinyl , 
4-pyridazinyl, and 1,3 , 5-triazin"-2-yl, wherein a carbon 
adjacent to the carbon at the point of attachment of said 
phenyl or heteroaryl ring to Z° is optionally substituted 
by R% the other carbon adjacent to the carbon at the 
point of attachment is optionally substituted by R^^, a 
carbon adjacent to R^ and two atoms from the carbon at the 
point of attachment is optionally substituted by R^°, a 
carbon adjacent to R^^ and two atoms from the carbon at the 
point of attachment is optionally substituted by R^^, and 
any carbon adjacent to both R^° and R^^ is optionally 
substituted by R^^; 

R^, R^^, and R" are independently selected from the 
group consisting of hydrido, amidino, guanidino, carboxy, 
methyl, ethyl, propyl, isopropyl, methoxy, ethoxy, 
isopropoxy, propoxy, hydroxy, amino, N-methyl amino, N,N- 
dimethyl amino, N-ethylamino, methylthio, ethylthio, 
isopropyl thio , trif luoromethyl , pentaf luoroethyl , 2,2,2- 
trif luoroethyl , 2,2,3,3,3 -pentaf luoropropyl , 
trif luoromethoxy, 1, 1, 2 , 2-tetraf luoroethoxy, fluoro, 
chloro, bromo, methanesulfonamido, amidosulf onyl, N- 
methylamidosulf onyl , N, N- dimethyl amidosulf onyl , 
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hydroxymethyl , 1-hydroxyethyl , 2 - hydroxy ethyl , 2,2,2- 
trif luoro-l-hydroxyethyl, amidocarbonyl , N- 
methylamidocarbonyl , N, N-dimethylamidocarbonyl , and 
cyano ; 

and R^^ are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
carboxymethyl , methyl, ethyl, propyl, isopropyl, methoxy, 
ethoxy, isopropoxy, propoxy, hydroxy, amino, 
me thoxyamino , e thoxyamino , acet amido , 
trif luoroacetamido, aminomethyl, 1-aminoethyl , 2- 
aminoethyl , N-methyl amino, dimethyl amino, N- ethyl amino, 
methanesulf onamido, amidosulf onyl , N-methylamidosulf onyl , 
N, N- dimethyl amidosulf onyl , hydroxymethyl , 1-hydroxyethyl , 
2-hydroxyethyl, 2 ,2, 2 -trif luoro-l-hydroxyethyl, 
methoxycarbonyl, ethoxycarbonyl, amidocarbonyl, N- 
methyl amidocarbonyl, N, N-dimethylamidocarbonyl, N- 
benzylamidocarbonyl , N- (2 -chlorobenzyl ) amidocarbonyl , 

N- (3-f luorobenzyl) amidocarbonyl, N- (2- 
trif luoromethylbenzyl) amidocarbonyl, N- (1- 
phenylethyl ) amidocarbonyl , N- { 1 -methyl - 1 - 
phenylethyl) amidocarbonyl , N-benzylamidosulf onyl, N- (2- 
chlorobenzyl) amidosulf onyl, N- ethyl ami docarbonyl , N- 
isopropylamidocarbonyl, N-propylamidocarbonyl, N- 
isobutylamidocarbonyl , N- (2 -butyl ) amidocarbonyl , N- 
cyclobutylami docarbonyl , N-cyclopentyl amidocarbonyl , N- 
cyclohexyl ami docarbonyl, fluoro, chloro, bromo, cyano, 
cyclobutoxy, cyclohexoxy, cyclohexyl methoxy, 4- 
trif luoromethycyclohexylmethoxy , cyclopentoxy, benzyl , 
benzyl oxy, 4 -bromo-3 - f luorophenoxy, 3 -bromobenzyloxy , 4 - 
bromobenzyloxy , 4 -bromobenzylamino, 5 -bromopyrid-2 - 
ylmethyl amino , 4 -butoxyphenamino , 3 -chlorobenzyl , 4 - 
chlorophenoxy , 4 - chloro - 3 - et hylphenoxy , 4 - chloro - 3 - 
ethylbenzyl amino, 4 -chloro- 3 -ethylphenyl amino, 3- 
chlorobenzyloxy, 4 -chlorobenzyl oxy, 4- 
chlorobenzylsulf onyl , 4-chlorophenylamino , 4- 
chlorophenylsulfonyl, 5-chloropyrid-3-yloxy, 2- 
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cyanopyrid-3 -yloxy , 2 , 3 -dif luorobenzyloxy , 2,4- 
dif luorobenzyloxy, 3 , 4-dif luorobenzyloxy, 2,5- 
dif luorobenzyloxy, 3 , 5-dif luorophenoxy, 3,5- 
dif luorobenzyloxy, 4-difluoromethoxybenzyloxy, 2,3- 
dif luorophenoxy , 2 , 4-dif luorophenoxy , 2,5- 
dif luorophenoxy , , 5 -dimethylphenoxy , 3 , 4 -dimethylphenoxy , 
3 , 4 -dimethylbenzyloxy , 3 , 5 -dimethylbenzyloxy , 4 - 
ethoxyphenoxy, 4-ethylbenzyloxy, 3-ethylphenoxy, 4- 
ethylaminophenoxy , 3 - ethyl - 5 -methylphenoxy , 4 - 
f luorobenzyloxy , 2 - f luoro-3 - trif luoromethylbenzyloxy , 3- 
f luoro-5-trif luoromethylbenzyloxy, 4-f luoro-2- 
trif luoromethylbenzyloxy, 4-f luoro-3 - 
trif luoromethylbenzyloxy, 2 -f luorophenoxy, 4- 
f 1 uorophenoxy , 2-fluoro-3-tri f luorome t hy Iphenoxy , 2 - 
f luorobenzyloxy , 4 - f luorophenylamino , 2 - f luoro-4 - 
trifluoromethylphenoxy, 4-isopropylbenzyloxy, 3- 
isopropylphenoxy, 4-isopropylphenoxy, 4-isopropyl-3 - 
methylphenoxy, 4 - isopropylbenzyloxy , 3 - isopropylphenoxy, 
4-isopropylphenoxy, 4 - isopropyl -3 -methylphenoxy , 
phenylamino, 1 -phenyl ethoxy, 2-phenylethoxy, 2- 
phenylethyl, 2 -phenyl ethyl amino, phenylsulfonyl, 3- 
trifluoromethoxybenzyloxy, 4-trif luoromethoxybenzyloxy, 

3 - trif luoromethoxyphenoxy , 4 -trif luoromethoxyphenoxy , 3 - 
trif luoromethylbenzyloxy, 4-trif luoromethylbenzyloxy, 

2, 4 -bis -trif luoromethylbenzyloxy, 3- 

trifluoromethylbenzyl, 3, 5-bis-trif luoromethylbenzyloxy, 

4- trif luoromethy Iphenoxy, 3 - trif luoromethylphenoxy , 3 - 
trif luoromethylthiobenzyloxy, 4- 

trif luoromethylthiobenzyloxy, 2 , 3 , 4-trif luorophenoxy, 
2,3, 5- trif luorophenoxy, 3 -pentaf luoroethylphenoxy, 3- 
(1, 1,2,2 -tetrafluoroethoxy)phenoxy, and 3- 
trif luoromethylthiophenoxy; 

is selected from the group consisting of: 
l.Qb-4-QS«2-R^^-3-R^''-5-R"-6-R''benzene, 2-Q''-5-Q^-6-R^'-4-R'' 
3-R^^pyridine, 3-Q^-6-Q^-2-R''-5-R^'-4-R^^pyridine, 2-Q^-5-Q^ 
3-R^^-6-R"pyrazine, 3-Q^-6-Q^-2-R^**-5-R^®-4-R^^pyridazine, 2 
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Q''-5"Q^-4-R'''-6-R"pyrimidine, 5-Q^-2-Q^-4-R'^-6- 
R^^pyrimidine, 3-Q^-5-Q^-4-R^^-2-R^^thiophene, 2-Q^-5-Q^-3- ' 
Ri6^4-Ri7thiophene, 3-Q^-5-Q^-4-R'^-2-R^^furan, 2-Q^-5-Q^-3- 
R^^-4~R^^furan, 3-Q^-5-Q^-4-R^^-2-R'^pyrrole, 2-Q^-5-Q"-3-R^^- 
4-R^''pyrrole, 4-Q^-2-Q^-5-R^^imidazole, 2-Q^-4-Q^-5- 
R^'^imidazole, 3-Q^-5-Q^-4-R^^isoxazole, 5-Q^-3-Q^-4- 
R^^isoxazole, 2-Q^-5-Q^-4-R^^pyrazole, 4-Q^-2-Q^-5- 
R^^thiazole, and 2-Q^-5-Q^-4~R^''thiazole; 

R^"^ and R^® are independently selected from the group 
consisting of hydrido, methyl, ethyl, isopropyl, propyl, 
carboxy, amidino, guanidino, methoxy, ethoxy, isopropoxy, 
propoxy, hydroxy, amino, aminomethyl, 1-aminoethyl , 2- 
aminoethyl , N- methyl amino, dimethyl amino, ethyl amino, 
methylthio , ethyl thio , isopropyl thio , 
trif luoromethylthio, methyl sulfinyl, ethylsulf inyl , 
methylsulfonyl, ethylsulf onyl , trif luoromethyl, 
pentaf luoroethyl , 2,2,2 -trif luoroethyl , 2,2,3,3,3- 
pentaf luoropropyl, trif luoromethoxy, 1,1,2,2- 
tetraf luoroethoxy, fluoro, chloro, bromo, hydroxymethyl , 
1-hydroxyethyl, 2-hydroxyethyl , and cyano; 

R^^ and R^^ are selected from the group consisting of 

(i) hydrido, methyl, ethyl, isopropyl, propyl, 
carboxy, amidino, guanidino, methoxy, ethoxy, isopropoxy, 
propoxy, hydroxy, amino, aminomethyl, 1 - aminoethyl , 2- 
aminoethyl, N-methylamino, dimethyl amino, N-ethylamino, 
methylthio , ethyl thio , isopropyl thio , 

t r i f luoromethyl thio , methyl sul f inyl , ethyl sul f inyl , 
methyl sulf onyl , ethylsulf onyl , trif luoromethyl , 
pentaf luoroethyl , 2,2 , 2- trif luoroethyl , 2,2,3,3,3- 
pentaf luoropropyl , trif luoromethoxy, 1,1,2,2- 
tetraf luoroethoxy, fluoro, chloro, bromo, hydroxymethyl, 
1-hydroxyethyl, 2-hydroxyethyl, and cyano; and 

(ii) C{NR^^)NR"R^^ with the proviso that R", R^^ and 
are not simultaneously hydrido; 

is C(NR^^)NR^^R^^ or hydrido, with the proviso that 
no more than one of R^^ and R^* is hydroxy at the same 
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time; 

R", R^*, and R^^ are independently selected from the 
group consisting of hydride, methyl, ethyl, and hydroxy; 

is selected from the group consisting of a bond, 
5 CH2 and CH2CH2. 

76. The compound of claim 75 or a pharmaceutical ly 
acceptable salt thereof, wherein; 
M is N->0; 

B is selected from the group consisting of 2- 
10 aminophenyl, 3-aminophenyl, 3-amidinophenyl , 4- 

amidinophenyl , 3 - carboxyphenyl , 3 - carboxy- 5 - 
hydroxyphenyl , 3 - chlorophenyl , 4 - chlorophenyl , 3,4- 
dichlorophenyl , 2 - f luorophenyl , 3 - f luorophenyl , 3,4- 
dif luorophenyl , 3 - hydroxyphenyl , 4 -hydroxyphenyl , 3 - 
15 me thoxy aminophenyl , 3 -methoxyphenyl , 4 -methoxyphenyl , 3 - 

methylphenyl , 4 -methylphenyl , phenyl, 3- 

trif luoromethylphenyl , 2 -imidazoyl , 2 -pyridyl , 3 -pyridyl , 
5-chloro-3-trif luoromethyl-2-pyridyl, 4-pyridyl, 2- 
thienyl, 3-thienyl, and 3-trif luoromethyl-2-pyridyl; 
2 0 A is selected from the group consisting of CH2, 

CH3CH, CF3CH, NHC(O), CH2CH2, and CH2CH2CH2; 

Ja is N or C-X\- 

Jb is N or C-R^; 

R^ and X"" are independently selected from the group 
25 consisting of hydrido, hydroxy, amino, amidino, 

hydroxyamino, aminomethyl, methylamino, cyano, methyl, 
trif luoromethyl , methoxy , hydroxymethyl , methoxyamino , 
methyl thio, trif luoromethoxy, fluoro, and chloro; 

R^ is Z^-Q; 

30 Z° is selected from the group consisting of a bond, 

CH2, 0, S, NH, N(CH3), OCH2, and SCH2; 

Q is selected from the group consisting of 3- 
amidocarbonyl-5 -aminophenyl , 3 -amino- 5 - (N- 
benzylamidocarbonyl ) phenyl , 3 - amino- 5 -benzylphenyl , 3 - 

35 amino-5- ( 2 -phenylethyl) phenyl , 3-amino-5- 
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benzyl aminophenyl , 3 -amino- 5- (2 -phenyl ethyl amino) phenyl , 
3- amino- 5 -benzyl oxyphenyl, 3-amino-5- (2- 
phenylethoxy) phenyl, 3 -amino- 5- (N- (2- 
chlorobenzyl ) amidocarbonyl ) phenyl , 3 - amino - 5 - (N- ( 3 - 
f luorobenzyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyDpheiiyl , 3-amino-5'- (N- 
(1 -phenyl ethyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- (1- 
methyl-l-phenylethyl) amidocarbonyl) phenyl, 3-amino-5- (N- 
benzyl ami dosulfonyl) phenyl, 3 -amino- 5- (N- {2- 
chlorobenzyl ) amidosul f onyl ) phenyl , 3 - amino - 5 - (N- 
ethyl amidocarbonyl) phenyl, 3 -amino- 5- (N- 
isopropyl amidocarbonyl) phenyl , 3 -amino-5- (N- 
propylamidocarbonyl) phenyl, 3 -amino-5- (N- 
isobutylamidocarbonyl) phenyl, 3-amino-5- (N- (2- 
butyl) amidocarbonyl) phenyl , 3 -amino-5- (N- 
cyclobutylamidocarbonyl) phenyl, 3 -amino-5- (N- 
cyclopentylamidocarbonyl) phenyl , 3 -amino-5- (N- 
cyclohexylamidocarbonyl) phenyl , 5-amino-2-f luorophenyl, 
3 -amino-5'-hydroxymethylphenyl , 5-amino-3 - 
methoxycarbonyl phenyl , 3 - amidinophenyl , 3 - amino - 2 - 
methylpheny 1 , 5 - amino- 2 -methyl thiophenyl , 3 - aminophenyl , 
3 -amino-5- (4-trif luoromethylbenzylamino) phenyl , 3 -amino- 
5 - (4 - trif luoromethylbenzyloxy) phenyl , 3 -carboxyphenyl , 3 - 
carboxy-5-hydroxyphenyl , 3 - amino- 5 -carboxyphenyl , 3 - 
chlorophenyl , 2 -chlorophenyl , 3 - cyanophenyl , 3,5- 
diaminophenyl , 3 -dimethyl aminophenyl , 2 - f luorophenyl , 3 - 
f luorophenyl, 2-hydroxyphenyl , 3-hydroxyphenyl, 3- . 
methanesulf onylaminophenyl , 2 -methoxyphenyl , 3 - 
methoxyphenyl , 3 -methoxyaminophenyl , 3 - 
methoxycarbonylphenyl , 2 -methylaminophenyl , 3 - 
methyl aminophenyl , 2 -methylphenyl , 3 -methylphenyl , 4 - 
methylphenyl , phenyl , 3 - trif luoroacetamidophenyl , 3 - 
trif luoromethylphenyl , 2 - trif luoromethylphenyl , 5-amino- 
2 - 1 hi enyl , 5 - amino - 3 - 1 hi eny 1 , 3 - br omo - 2 - 1 hi eny 1 , 3 - 
pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 

Y° is selected from the group consisting of l-Q^-4-Q^- 
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2-R^^-3-R'''-5-R'^-6-R^^benzene,2-Q^-5-Q°-6-R^''-4-R"-3- 
R^'pyridine, 3 -Q^-6-Q°-2-R'^-5-R"-4-R^^pyridine, 3-Q^-5-Q^-4- 
Rie^2-R^^thiophene, and 2-Q^-5-Q^-3-R^^-4-R^''thiophene; 

R^^ and R^^ are selected from the group consisting of 

(i) hydrido, amidino, amino, aminomethyl, methoxy, 
methyl amino, hydroxy, hydroxymethyl , fluoro, chloro, and 
cyano ; and 

(ii) C(NR2^)NR"r2* with the proviso that R^S R^% and 
are not simultaneously hydrido; 

R^'^ and R^® are independently selected from the group 
consisting of hydrido, fluoro, chloro, hydroxy, 
hydroxymethyl, amino, carboxy, and cyano; 
is C(NR^^)NR"R^' or hydrido; 
R^^, R^^, and R^^ are independently hydrido or methyl; 
is CH2. 




or a pharmaceutical ly acceptable salt thereof, wherein; 

B is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to A is 
optionally substituted by R^^, the other carbon adjacent 
to the carbon at the point of attachment is optionally 
siobstituted by R^^, a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, a carbon adjacent to R^^ and two atoms 
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from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R^^ and 
R^^ is optionally substituted by R^^; 

R^^, R^^, R^S R^^, and R^^ are independently selected 
from the group consisting of hydrido, acetamido, 
haloacetamido, amidino, guanidino, alkoxy, hydroxy, 
amino, alkoxyamino, alkyl amino, alkylthio, 
amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl , carboalkoxy, carboxy, carboxamido, cyano, 
and Q^; 

A is a bond or (CH (R^^) )pa- (W"^) wherein rr is 0 or 1, 
pa is an integer selected from 0 through 3 , and W'' is 
N(R^); 

R"^ is hydrido or alkyl; 

R^^ is selected from the group consisting of hydrido, 
halo, alkyl, and haloalkyl; 

R^ and X° are independently selected from the group 
consisting of hydrido, hydroxy, hydroxyamino, amidino, 
amino, cyano, hydroxyalkyl, alkoxy, alkyl, alkylamino, 
aminoalkyl, alkylthio, alkoxyamino, haloalkyl, 
haloalkoxy, and halo; 

r2 is Z°-Q; 

Z° is a bond; 

Q is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to Z° is 
optionally substituted by R^, the other carbon adjacent to 
the carbon at the point of attachment is optionally 
substituted by R", a carbon adjacent to R^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^°, a carbon adjacent to R" and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R^° and 
R" is optionally substituted by R^^; 

R^, R^^, and R^^ are independently selected from, the 
group consisting of hydrido, hydroxy, amino, amidino, 
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guanidino, alkyl amino, alkylthio, alkoxy, alkylsulf inyl, 
alkylsulf onyl, amidosulfonyl , alkyl, halo, haloalkyl, 
haloalkoxy, hydroxyalkyl , carboxy, carboxamido, and 
cyano ; 

and R^^ are independently selected from the group 
consisting of hydrido, acetamido, haloacetamido, 
amidino, guanidino, alkyl, alkoxy, alkoxyamino, hydroxy, 
amino, alkylamino, alkylsulf onami do, amidosulfonyl, 
hydroxyalkyl, aminoalkyl, halo, haloalkyl, carboalkoxy, 
carboxy, carboxamido, carboxyalkyl , and cyano; 

y° is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein one carbon of said phenyl or said heteroaryl is 
substituted by Q^, a carbon two or three atoms from the 
point of attachment of to said phenyl or said 
heteroaryl is substituted by Q^, a carbon adjacent to the 
point of attachment of is optionally substituted by R^"^ 
another carbon adjacent to the point of attachment of Q° 
is optionally substituted by R^% a carbon adjacent to 
is optionally substituted by R^S and another carbon 
adjacent to is optionally substituted by R^^; 

R^'' and R^® are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
haloalkyl thio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl, alkylsulf onyl , alkanoyl, 
haloalkanoyl , alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl, aminoalkyl, and cyano; 

■ R^^ and R^^ are selected from the group consisting of 
(i) hydrido, amidino, guanidino, carboxy, 
haloalkyl thio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl , alkylsulf onyl , alkanoyl, 
haloalkanoyl , alkyl , halo , haloalkyl , haloalkoxy, 
hydroxyalkyl, aminoalkyl, and cyano ; and 

- (ii) NR2^r2^ or C (NR^^) NR"R^\ with the proviso that 
R", R^^, and are not simultaneously, hydrido; 

is selected from the group consisting of NR^°R^^, 
hydrido, and C (NR2^)NR^^R^\- 
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R", R^S and R=^^ are independently hydrido or 

alkyl; 

is CH2. 

78. The compound of claim 77 or a pharmaceutically 
5 . acceptable salt thereof, wherein; 

B is selected from the group consisting of phenyl, 
2-thienyl, 3-thienyl, 2-furyl, 3-furyl, 2-pyrrolyl, 3- 
pyrrolyl, 2-imidazolyl , 4~imidazolyl, 3-pyrazolyl, 4- 
pyrazolyl, 2-thiazolyl, 3-isoxazolyl, and 5-isoxazolyl, 
10 wherein a carbon adjacent to the carbon at the point of 

attachment of said phenyl or heteroaryl ring to A is 
optionally substituted by R^^, the other carbon adjacent 
to the carbon at the point of attachment is optionally 
substituted by R^^, a carbon adjacent to R^^ and two atoms 
15 from the carbon at the point of attachment is optionally 

substituted by R^^, a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R^^ and 
R^^ is optionally substituted by R^^; 
20 R^^ R", R^% R^^, and R^^ are independently selected 

. from the group consisting of hydrido, amidino, guanidino, 
. methyl, ethyl, methoxy, ethoxy, hydroxy, amino, N- 
methyl amino, dimethyl amino, methoxyamino, methylthio, 
ethylthio , trif luoromethyl , pentaf luoroethyl , 2,2,2- 
25 . trif luoroethyl, fluoro, chloro, bromo, amidosulfonyl, N- 
methylamidosul f onyl , hydroxymethyl , amidocarbonyl , 
carboxy, cyano, and Q^; 

A is selected from the group consisting of a bond, 
NH, N(CH3), CH2, CH3CH, and CH^CHa/ 
30 X° is selected from the group consisting .of hydrido, 

hydroxy, amino, amidino, aminomethyl, cyano, methyl, 
trif luoromethyl, hydroxymethyl, chloro, and fluoro; 

R^ is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl, amino, aminomethyl, methyl amino, 
35 cyano, methyl, trif luoromethyl, methoxy, methylthio. 
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trif luoromethoxy, fluoro, and chloro; 

is selected from the group consisting of phenyl, 
2-thienyl, 2-furyl, 2-pyrrolyl, 2-imida2olyl, 2- 
thiazolyl, 3-isoxazolyl , 2-pyridyl, and 3-pyridyl, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to the 
pyridine ring is optionally substituted by R^, the other 
carbon adjacent to the carbon at the point of attachment 
is optionally substituted by R^^, a carbon adjacent to 
and two atoms from the carbon at the point of attachment 
is optionally substituted by R^°, a carbon adjacent to R" 
and two atoms from the carbon at the point of attachment 
is optionally substituted by R^^, and any carbon adjacent 
to both R^° and R^^ is optionally substituted by R^^j 

, R^^, and R" are independently selected from the 
group consisting of hydride, methyl, ethyl, methoxy, 
ethoxy, hydroxy, amino, N-methylamino, N,N-dimethylamino, 
methylthio, trif luoromethyl , pentaf luoroethyl , 2,2,2- 
trif luoroethyl; f luoro, chloro, bromo, amidosulf onyl, N- 
methylamidosulf onyl , N, N-dimethylamidosulf onyl , 
hydroxymethyl , 1 -hydroxyethyl , amidocarbonyl , N- 
methylamidocarbonyl , carboxy, and cyano; 

R^° and R^^ are independently selected from the group 
consisting of hydrido, amidino, amidocarbonyl, N- 
methylamidocarbonyl, N- benzyl amidocarbonyl, N- (2- 
chlorobenzyl ) amidocarbonyl , ( 3 - 
f luorobenzyl) amidocarbonyl, N- (2- 
trif luoromethylbenzyl) amidocarbonyl , N- (1- 
phenylethyl ) amidocarbonyl , N- ( 1 -methyl - 1 - 
phenylethyl) amidocarbonyl , N-benzylamidosulf onyl , N- (2- 
chlorobenzyl) amidosulf onyl , N- ethyl amidocarbonyl , N- 
isopropylamidocarbonyl , N-propylamidocarbonyl , N- 
isobutylamidocarbonyl , N- (2 -butyl ) amidocarbonyl , N- 
cyclobutylamidocarbonyl , N-cyclopentylamidocarbonyl , N- 
cyclohexylamidocarbonyl , guanidino , methyl , ethyl , 
methoxy, ethoxy, hydroxy, hydroxymethyl,. 1- hydroxyethyl. 
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2 - hydroxyethyl , carboxy , carboxymethyl , amino , acetamido , 
trifluoromethyl, pentaf luoroethyl, 2,2, 2-trifluoroethyl, 
trif luoroacetamido, aminomethyl , N- methyl ami no, 
dimethylamino, methoxyamino, amidosulfonyl , N- 
methylamidosulf onyl , N, N-dimethyl amidosulfonyl , 
methanesulf onamido , methoxycarbonyl , f luoro , chloro , 
bromo, and cyano; 

Y° is selected from the group consisting of: 
l-Qb.4.Q8^2-R^^-3-R'^-5-R''-6-R''benzene, 2 -Q^-5-Q^-6-R^'- 
4_Ri8-3-Ri9pyridine, 2-Q^-5-Q°-3-R^^-4-R^''thiophene, 3-Q^-6- 
QS.2-R^^-5-R^^-4-R^^pyridine, 3-Q^-5-Q^-4-R^^-2-R^^thiophene, 

3- Q^-5-Q'-4-R^^-2-R^^furan, 2-Q^-5-Q^-3-R^^-4-R'''furan, 3-Q^-5 
QS.4-Ri6.2-R'^pyrrole, 2-Q^-5--Q^-3-R^^-4-R^^pyrrole, 4-Q^-2-Q^ 
5-R^^thiazole, and 2-Q^-5-Q°-4-R''thiazole; 

R^^, R^"^, R^\ and R^^ are independently selected from 
the group consisting of hydride, methyl, ethyl, amidino, 
guanidino, methoxy, hydroxy, amino, aminomethyl, 1- 
aminoethyl , 2 -aminoethyl , N-methylamino , dimethylamino , 
methyl thio, ethyl thio, trif luoromethylthio, 
methylsulf inyl, methyl sulf onyl , trif luoromethyl, 
pentaf luoroethyl , 2,2,2 - trif luoroethyl , trif luoromethoxy , 
f luoro, chloro, hydroxymethyl , carboxy, and cyano; 
is NR^°R'' or C (NR^^) NR"R'' ; 

R^*', R^\ R^^ R^% and R^^ are independently selected 
from the group consisting of hydrido, methyl, and ethyl; 
is CH2. 

79. The compound of claim 78 or a pharmaceutically 
acceptable salt thereof, wherein; 

B is selected from the group consisting of .2- 
aminophenyl , 3 - aminophenyl , 3 - amidinophenyl , 4 - 
amidinophenyl , 3 - carboxyphenyl , 3 - carboxy- 5 - 
hydroxyphenyl , 3 - chlorophenyl , 4 - chlorophenyl , 3,4- 
dichlorophenyl , 2 - f luorophenyl , 3 - f luorophenyl , 3,4- 
dif luorophenyl, 3 -hydroxyphenyl, 4 -hydroxyphenyl, 3- 
methoxyaminophenyl , 3 -methoxyphenyl , 4 -methoxyphenyl , 3 - 
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methylphenyl , .4-methylphenyl, phenyl, 3- 

trif luoromethylphenyl , 2 -imidazoyl , 2 -pyridyl , 3 -pyridyl , 
5 -chloro-3 - trif luoromethyl -2 -pyridyl , 4 -pyridyl , 2 - 
thienyl, 3-thienyl/ and 3-trif luoromethyl -2 -pyridyl; 
A is CH2 or CH2CH2; 

X° is selected from the group consisting of hydrido, 
hydroxy, amino, amidino, aminomethyl, cyano, methyl, . 
trif luoromethyl , hydroxymethyl , and fluoro; 

is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl, amino, aminomethyl, cyano, 
methyl, trif luoromethyl , and fluoro; 

is selected from the group consisting of 3- 
amidocarbonyl - 5 -aminophenyl , 3 -amidocarbonyl - 5 - 
aminophenyl , 3 -amino- 5 - (N-benzyl amidocarbonyl ) phenyl , 3 - 
amino-5- (N- (2-chlorobenzyl) amidocarbonyl) phenyl , 3-amino- 
5- (N- (3 -fluorobenzyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- 
( 2 - 1 r i f luorome t hylbenzyl ) amidocarbonyl ) phenyl , 3 - amino - 5 - 
(N- (1-phenylethyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- (1- 
methyl-1 -phenyl ethyl) amidocarbonyl) phenyl, 3-amino-5- {N- 
benzyl ami dosulfonyl) phenyl, 3-amino-5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl, 3-amino-5- (N- 
ethylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
isopropylamidocarbonyl) phenyl , 3-amino-5- (N- 
propyl amidocarbonyl) phenyl, 3 -amino- 5- (N- 
isobutylamidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
butyl) amidocarbonyl) phenyl , 3 -amino- 5- (N- 
cyclobutylamidocarbonyl) phenyl , 3 -amino- 5- (N- 
cyclopentylamidocarbonyl ) phenyl , 3 -amino- 5 - (N- 
cyclohexyl amidocarbonyl ) phenyl , 5 - amino- 2 - f luorophenyl , 
3 - amino - 5 - hydroxymet hylphenyl , 5 - amino - 3 - 
methoxycarbonylphenyl , 3 - amidinophenyl , 3 - amino- 2 - 
methylphenyl , 5 -amino -2 -methyl thiophenyl , 3 -aminophenyl , 
3 - carboxyphenyl , 3 - carboxy- 5 - aminophenyl , 3 - carboxy- 5 - 
hydroxyphenyl , 3 - carboxymethyl - 5 - aminophenyl , 3 - 
carboxymethyl - 5 -hydroxyphenyl , 3 -carboxymethylphenyl , 3 - 
chl oropheny 1 , 2 - chlorophenyl , 3 - cyanopheny 1 , 3,5- 
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diaminophenyl , 3 -dimethyl ami nophenyl , 2 - f luorophenyl , 3 - 
f luorophenyl , 2 , 5-dif luorophenyl / 2-hydroxyphenyl, 3- 
hydroxyphenyl , 3 -methanesul f onylaminophenyl , 2 - 
methoxyphenyl , 3 -methoxyphenyl , 3 -methoxyaminophenyl , 3 - 
methoxycarbonylphenyl , 2 -methyl aminophenyl , 3 - 
methylaminophenyl, 2-methylphenyl/ 3-methylphenyl, 4- 
methylphenyl , phenyl, 3-trif luoroacetamidophenyl, 3- 
trifluoromethylphenyl, 2-trif luoromethylphenyl , 5-amino- 
2-thienyl, 5-amino-3-thienyl, 3-bromo-2-thienyl, 3- 
pyridyl, 4-pyridyl; 2-thienyl, and 3-thienyl; 

y° is selected from the group consisting of: 
l-Q^^4-Q°-2-R'^-3-R^^-5-R'®-6-R^^benzene, 2-Q^-5-Q^-6-R^'- 

4- R"-3-R^'pyridine, 3-Q^-6-Q^-2-R^^-5-R^^--4-R^^pyridine, 3-Q^ 

5- Q^-4-R^^-2-R'^thiophene, and 2-Q^-5-Q^-3-R^^-4-R^''thiophene 

R^^ and R^^ are independently selected from the group 
consisting of hydride, amidino, amino, aminomethyl, 
methoxy, methyl amino, hydroxy, hydroxymethyl , fluoro, 
chloro, and cyano; 

R^'' and R^® are independently selected from the group 
consisting of hydride, fluoro, chloro, hydroxy, 
hydroxymethyl, amino, carboxy, and cyano; 

Q*^ is C(NR2')NR"R^S- 

R^\ R^^, and R^^ are independently hydrido or methyl; 
Q« is CHj. 

80. The compound of claim 79 pr a pharmaceutical ly 
acceptable salt thereof, wherein; 

B is selected from the group consisting of 3- 
aminophenyl , 3 -amidinophenyl , 4-amidinophenyl , 3 - 
chlorophenyl , 4 -chlorophenyl , 3 , 4 -dichlorophenyl , 2 - 
f luorophenyl, 4-methylphenyl, phenyl, 2"imida2oyl, 3- 
pyridyl, 4-pyridyl, and 3-trif luoromethyl-2-pyridyl; 

A is CH2 or CH2CH2; 

X° is selected from the group consisting of hydrido, 
hydroxy, amino, amidino, aminomethyl, cyano, methyl, 
trifluoromethyl, hydroxymethyl, and fluoro; 
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is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl , amino, aminomethyl, cyano, 
methyl, trif luqromethyl, and fluoro; 

is selected from the group consisting of 3~ 
amidocarbonyl--5-aminophenyl , 3-amino-5- (N- 
benzylamidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
chlorobenzyl) amidocarbonyl) phenyl, 3-amino-5- (N- (3- 
f luorobenzyl) amidocarbonyl) phenyl , 3 -amino- 5 ~ (N- (2- 
trifluoromethylbenzyl) amidocarbonyl) phenyl, 3 -amino- 5- (N~ 
(1 -phenyl ethyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- (l- 
methyl-l-phenylethyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- 
benzylamidosulfonyl) phenyl, 3-amino-5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl, 3-amino-5- (N- ^ 
ethylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
isopropyl amidocarbonyl) phenyl, 3-amino-5- (N- . 
propylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
isobutyl amidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
butyl) amidocarbonyl) phenyl , 3 -amino- 5- (N- 
cyclobutylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
cyclopentylamidocarbonyl) phenyl, 3-amino-5- (N- 
cyclohexylamidocarbonyl ) phenyl , 3 -aminophenyl , 3 -carboxy- 
5-aminophenyl , 3 -chlorophenyl , 3 , 5 -di aminophenyl , 3 - 
dimethyl aminophenyl , 3 - hydroxyphenyl , 3 - 
methanesul fonyl aminophenyl , 3 -methyl aminophenyl , 2 - 
methylphenyl , 3-methylphenyl, phenyl, 3- 
trif luoroacetamidophenyl , 3 -bromo-2 - thienyl , .2 - thienyl , 
and 3 -thienyl ; 

Y° is selected from the group consisting of 5- 
amidino-2 - thienylmethyl , 4 -amidinobenzyl , 2 -fluoro- 4 - 
amidinobenzyl, and 3-f luoro-4-amdinobenzyl - 

81. The compound of claim 74 having the structure: 



wo 02/42272 



PCT/USOl/43280 



358 




or a pharmaceutical ly acceptable salt thereof, wherein; 

is 3-aminophenyl, B is phenyl, A is CHj, Y° is 4- 
amidinobenzyl , and is chloro; 

R^ is 3-aminophenyl, B is 3-chlorophenyl, A is CH2CH2, 
5 Y° is 4 -amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is phenyl, A is CH2, Y° is 4- 
amidinobenzyl, and R^ is hydrido; 

R^ is 3-aminophenyl, B is 2-imidazoyl, A is CH2CH2CH2, 
is 4 -amidinobenzyl, and R^ is chloro; 
10 R^ is 3-amidocarbonyl-5-aminophenyl , B is 3- 

chlorophenyl , A is CH2CH2, Y^ is 4 -amidinobenzyl, and R^ is 
chloro; 

R^ is 3 -amino- 5 - (N -benzyl amidocarbonyl) phenyl, B is 
3-chlorophenyl, A is CH2CH2, Y^ is 4 -amidinobenzyl, and R^ 
15 is chloro; 

R^ is 3-amino-5- (N- (2- 
chlorobenzyl) amidocarbonyl) phenyl, B is 3-chlorophenyl, A 
is CH2CH2, Y° is 4 -amidinobenzyl, and R^ is chloro; 
R^ is 3--amino-5- (N- (2- 
20 chlorobenzyl) amidosulfonyl) phenyl, B is 3-chlorophenyl, A 

is CH2CH2, Y° is 4 -amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5- (N- (2- 
trifluoromethylbenzyl) amidocarbonyl) - phenyl, B is 3- 
chlorophenyl , A is CH2CH3, Y° is 4 -amidinobenzyl, and R^ is 
25 chloro; 
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is 3, 5-diaminophenyl, B is 3-chlorophenyl, A is 
CH2CH2, is 4-amidinobenzyl, and is chloro; 

R^ is 3-amino-5-carboxyphenyl, B is 3-chlorophenyl, A 
is CH2CH2, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3"'amidocarbonyl-5-aminophenyl, B is 3- 
chlorophenyl, A is CH2CH2/ Y° is 4-aTnidinobenzyl, and R^ is 
hydride ; 

R^ is 3 -amino-5- (N-benzylamidocarbonyl) phenyl, B is 
3-chlorophenyl, A is CH2CH2, Y° is 4~amidinobenzyl , and R^ 
is hydrido; 

R^ is 3-aTnino-5- (N- (2- 
chlorobenzyl) ami docarbonyl) phenyl, B is 3-chlorophenyli A 
is CH2CH2, Y° is 4-amidinobenzyl, and R^ is hydrido; 

R^ is 3-amino-5- (N- (2- 
chlorobenzyl) ami dosulfonyl) phenyl, B is 3-chlorophenyl, A 
is CH2CH2, Y° is 4-amidinobenzyl, and R^ is hydrido; 

R^ is 3-amino-5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyl) " phenyl, B is 3- 
chlorophenyl, A is CH2CH2, Y° is 4-amidinobenzyl, and R^ is 
hydrido; 

R^ is 3, 5-diaminophenyl, B is 3-chlorophenyl, A is 
CH2CH2, Y° is 4-amidinobenzyl, and R^ is hydrido; 

R^ is 3-amino-5-carboxyphenyl, B is 3-chlorophenyl, A 
is CH2CH2, Y° is 4-amidihobenzyl, and R^ is hydrido. 

82. The compound of claim 67 having the structure: 




H H 

or a pharmaceutical ly acceptable salt thereof, wherein; 
M is N or N->0; 
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B is selected from the group consisting of hydrido, 
C2-C8 alkyl, C3-C8 alkenyl, C3-C8 alkynyl, and C2-C8 
haloalkyl, wherein each member of group B is optionally 
substituted at any carbon up to and including 6 atoms 
5 from the point of attachment of B to A with one or more 

of the group consisting of R^^, R^^, R^^, R^^, and R^^; 

R^^ R^^, R^*, R^^ and R^^ are independently selected 
from the group consisting of hydrido, acetamido, 
haloacetamido, amidino, guanidino, . alkoxy, hydroxy, 
10 amino, alkoxyamino, alkyl amino, alkylthio, 

amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl , hydroxyhaloalkyl, carboalkoxy, carboxy, 
carboxamido, cyano, and Q^; 

A is a bond or (CH(R^^) )pa- (W*^) rr wherein rr is 0 or 1, 
15 pa is an integer selected from 0 through 3, and W'' is 

(R'')NC(0) or N(R'') ; 

R"^ is selected from the group consisting of hydrido, 
hydroxy and alkyl; 

R^^ is selected from the group consisting of hydrido, 
20 halo, alkyl, and haloalkyl; 

Ja is N or C-X\- 

Jb is N or C-R^- 

R^ and X"^ are independently selected from the group 
consisting of hydrido, hydroxy, hydroxyamino , amidino, 
25 amino, cyano, hydroxyalkyl , alkoxy, alkyl, alkylamino, 

aminoalkyl, alkylthio, alkoxyamino, haloalkyl, 
haloalkoxy, and halo; 

R' is Z°-Q; 

Z° is selected from the group consisting of a bond, 
30 CHa, CH2CH2, (CH(R^2) )p wherein p is 0 or 1 and W° is 

selected from the group consisting of 0, S, and N(R^^) ; 
R^^ and R*^ are independently hydrido or alkyl; 
Q is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a carbon adjacent to the carbon at the point of " 
35 attachment of said phenyl or heteroaryl ring to Z° is 

optionally substituted by R^, the other carbon adjacent to 
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the carbon at the point of attachment is optionally 
substituted by R", a carbon adjacent to and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, a carbon adjacent to R^^ and two atoms 
5 from the carbon at the point of attachment is optionally 

substituted by R^^, and any carbon adjacent to both R^° and 
R^^ is optionally substituted by R^^; 

R% R^\ and R^^ are independently selected from the 
group consisting of hydrido, hydroxy, amino, amidino, 

10 guanidino, alkylamino, alkylthio, alkylsulfonamido, 

alkylsulf inyl, alkylsulf onyl, amidosulfonyl , alkyl, 
alkoxy, halo, haloalkyl, haloalkoxy, hydroxyalkyl , 
hydroxyhaloalkyl , carboxy, carboxamido, and cyano; 

R^^ and R^^ are independently selected from the group 

15 consisting of hydrido, acetamido, haloacetamido, 

amidino, guanidino, alkyl, aryl, aralkyl, cycloalkyl, 
cycloalkylalkyl, heteroaryl, heterocyclyl , alkoxy, 
cycloalkoxy, cycloalkylalkoxy, aralkoxy, aryloxy, 
heteroaryloxy, heteroaralkoxy,heterocyclyloxy, 

20 heterocyclylalkoxy, hydroxy, amino, alkoxyamino, 

alkylamino, arylamino, aralkyl amino, heteroaryl amino, 
he t e ro ar a 1 ky 1 amino , he t er o cy c ly 1 ami no , 

heterocyclylalkyl amino, alkylsulfonamido, amidosulf onyl, 
arylsulf inyl , aralkylsulf inyl , cycloalkylsulf inyl , 

25 heteroarylsulf inyl , arylsulf onyl , aralkylsulf onyl , 

cycloalkylsulf onyl , heteroarylsulf onyl , hydroxyalkyl , 
hydroxyhaloalkyl , aminoalkyl, carboalkoxy, carboxy, 
carboxyalkyl, carboxamido, halo, haloalkyl, and cyano; 

Y° is phenyl or a heteroaryl of 5 or 6 ring members, 

30 wherein one carbon of said phenyl or said heteroaryl is 

substituted by Q°, a carbon two or three atoms from the 
point of attachment of to said phenyl or said 
heteroaryl is sxibstituted by Q^, a carbon adjacent to the 
point of attachment of Q° is optionally substituted by R^'^, 

35 another carbon adjacent to the point of attachment of 

is optionally substituted by R", a carbon adjacent to 
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is optionally substituted by R^^, and another carbon 

adjacent to is optionally substituted by R^^; 

R^'' and R^® are independently selected from the group 

consisting of hydride, amidino, guanidino, carboxy, 
5 haloalkylthio, alkoxy, hydroxy, amino, alkylamino, 

alkylthio, alkylsulf inyl , alkylsulf onyl, alkanoyl, 

haloalkanoyl , alkyl, halo, haloalkyl, haloalkoxy, 

hydroxyalkyl , aminoalkyl, and cyano; 

R^^ or R^^ are selected from the group consisting of: 
10 (i) hydrido, amidino, guanidino, carboxy, 

haloalkyl thio, alkoxy, hydroxy, amino, alkylamino, 

alkylthio, alkylsulf inyl, alkylsulf onyl, alkanoyl, 

haloalkanoyl , alkyl , halo , haloalkyl , haloalkoxy, 

hydroxyalkyl, aminoalkyl, and cyano; and 
15 (ii) NR'°R'\ N(R'')C(NR")N(R") (R"') , and C{NR'')NR"r'S 

with the proviso that R^^, R^^, and are not 

simultaneously hydrido; 

is selected from the group consisting of NR^°R^^, 

hydrido, C (NR^^) NR^'r'\ and N (R"") C (NR"") N (R'^) (R=^') , with the 
20 proviso that no more than one of R^° and R^^ is hydroxy at 

the same time and with the further proviso that no more 

than one of R^^ and R^* is hydroxy at the same time; 
R^^ R^\ R^^ R^^ and R^^ are independently 

selected from the group consisting of hydrido, alkyl, and 
25 hydroxy; 

is selected from the group consisting of a bond, 
CH2, and CH2CH2. 

83. The compound of claim 82 or a pharmaceutically 
acceptable salt thereof, wherein; 
30 M is N or N-^0; 

B is selected from the group consisting of hydrido, 
ethyl, 2-propynyl, 

2-propenyl, propyl, isopropyl, butyl, 2-butenyl, 3- 
butenyl, 2-butynyl, sec-butyl, tert-butyl, isobutyl, 2- 
35 methylpropenyl , 1-pentyl, 2-pentenyl, 3-pentenyl, 4- 
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pentenyl, 2-pentynyl, 3-pentynyl, 2-pentyl, 1 -methyl -2- 
butenyl, 1 -methyl- 3 -butenyl, 1 -methyl- 2 -butynyl, 3- 
pentyl , 1 -ethyl - 2 -propenyl , 2 -methylbutyl , 2 -methyl - 2 - 
butenyl , 2 -methyl - 3 -butenyl , 2 -methyl - 3 -butynyl / 3 - ' 
methylbutyl , 3 -methyl - 2 -butenyl , 3 -methyl - 3 -butenyl , 1 - 
hexyl, 2-hexenyl, 3-hexenyl, 4-hexenyl, 5-hexenyl/ 2- 
hexynyl, 3-hexynyl, 4-hexynyl, 2-hexyl, 1 -methyl -2- 
pentenyl, l-methyl-3-pentenyl, 1 -methyl -4 -pent enyl, 1- 
methyl-2-pentynyl , 1 -methyl -3 -pent ynyl , 3-hexyl , 1 -ethyl - 
2 -butenyl , 1 - ethyl - 3 -butenyl , 1 -propyl - 2 -propenyl , 1 - 
ethyl -2 -butynyl, 1-heptyl, 2-heptenyl, 3-heptenyl, 4- 
heptenyl, 5-heptenyl, 6-heptenyl, 2-heptynyl, 3-heptynyl, 
4-heptynyl, 5-heptynyl, 2-heptyl, 1 -methyl- 2 -hexenyl , 1- 
methyl -3 -hexenyl , 1 -methyl -4 -hexenyl , 1 -methyl - 5 -hexenyl , 
1 -methyl - 2 - hexynyl , 1 -methyl - 3 -hexynyl , 1 -methyl - 4 - 
hexynyl, 3-heptyl, 1 -ethyl -2 -pent enyl, l-ethyl-3- 
pentenyl, l-ethyl-4-pentenyl, 1 -butyl -2 -propenyl, 1- 
ethyl - 2 -pentynyl , 1 - ethyl - 3 -pentynyl , 2,2,2- 
trif luoroethyl , 2,2 -dif luoropropyl , 4-trif luoromethyl- 
5, 5, 5-trif luoropentyl , 4-trif luoromethylpentyl, 
5,5,6,6, 6-pentaf luorohexyl, and 3 , 3 , 3 -trif luoropropyl, 
wherein each member of group B is optionally substituted 
at any carbon up to and including 5 atoms from the point 
of attachment of B to A with one or more of the group 
consisting of R^S R^^ and R^S- 

R^^ R^\ R^*, R^^, and R^^ are independently selected 
from the group consisting of hydride, amidino, guanidino, 
carboxy, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, 
amino, methoxyamino , ethoxyamino, acetamido, 
trifluoroacetamido, N -methyl amino, dimethyl amino, N- 
ethyl amino, methyl thio, ethyl thio, isopropylthio, 
trif luoromethyl , pentaf luoroethyl , * 2,2, 2 -trif luoroethyl , 
2,2,3,3,3 -pentaf luoropropyl , trif luoromethoxy , 1,1,2,2- 
tetraf luoroethoxy, fluoro, chloro, bromo, amidosulf onyl, 
N -methyl ami do sulfonyl , N,N- dimethyl amidosulf onyl , 
hydroxymethyl , 1 -hydroxyethyl , 2 -hydroxyethyl , 2,2,2- 
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tr if luoro- 1 -hydroxyethyl , methoxycarbonyl , 
ethoxycarbonyl , amidocarbonyl , N-methylamidocarbonyl , 
N,N- dimethyl ami docarbonyl, cyano, and Q^; 

A is selected from the group consisting of bond, NH, 
N(CH3), N(OH), CH2, CH3CH, CF3CH, NHC(O), N(CH3)C(0), 
C(0)NH, C(0)N(CH3), CH2CH2, CH2CH2CH2, CH3CHCH2, and 
CF3CHCH2 ; 

Ja is N or C-X°; 

Jb is N or C-R^; 

and X° are independently selected from the group 
consisting of hydrido, hydroxy, amino, amidino, 
hydroxyamino, aminomethyl, 1-aminoethyl, methylamino, 
dimethyl amino, cyano, methyl, ethyl, trif luoromethyl , 
pentaf luoroethyl, 2, 2, 2-trif luoroethyl, methoxy, 
hydroxymethyl , 1 -hydroxyethyl , 2 -hydroxyethyl , 
methoxyamino, methyl thio, ethyl thio, trif luoromethoxy, 
1, 1, 2, 2-tetrafluoroethoxy, fluoro, chloro, and bromo; 

R^ is Z°-Q; 

Z° is selected from the group consisting of a bond, 
CH2, CH2CH2, O, S, NH, N(CH3), OCH2, SCH2, N(H)CH2, and 
N(CH3)CH2; 

Q is selected from the group consisting of phenyl, 
2-thienyl, 3-thienyl, 2-furyl, 3-furyl, 2-pyrrolyl, 3- 
pyrrolyl, 2-imidazolyl , 4-imidazolyl, 3-pyrazolyl, 4- 
pyrazolyl, 2-thiazolyl, 3-isoxazolyl, B-isoxazolyl, 2- 
pyridyl, 3-pyridyl, 4-pyridyl, 2-pyrazinyl, 2- 
pyrimidinyl , 4-pyrimidinyl , 5-pyrimidinyl , 3 -pyridazinyl , 
4-pyridazinyl, and 1 , 3 , 5-triazin-2-yl, wherein a carbon 
adjacent to the carbon at the point of attachment of said 
phenyl or heteroaryl ring to Z° is optionally substituted 
by R^, the other carbon adjacent to the carbon at the 
point of attachment is optionally substituted by R", a 
carbon adj acent to R^ and two atoms from the carbon at the 
point of attachment is optionally substituted by R^°, a 
carbon adjacent to R^^ and two atoms from the carbon at the 
point of attachment is optionally substituted by R^^, and 
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any carbon adjacent to both and R^^ is optionally 
substituted by R^^; 

R^, R^^, and R^^ are independently selected from the. 
group consisting of hydrido, amidinp^ guanidino, carboxy, 
methyl, ethyl, propyl, isopropyl, methoxy, ethoxy, 
isopropoxy, propoxy, hydroxy, amino, N-methylamino, N,N- 
dimethylamino, N-ethylamino, methyl thio, ethylthio, 
isopropylthio , trif luoromethyl , pentaf luoroethyl , 2,2,2- 
trif luoroethyl, 2,2, 3, 3, 3-pentaf luoropropyl, 
trif luoromethoxy, 1, 1, 2 , 2-tetraf luoroethoxy, fluoro, 
chloro, bromo, methanesulfonamido, amidosulfonyl, N- 
methylamidosulfonyl, N,N-dimethylamidosulf onyl, 
hydroxymethyl , 1-hydroxyethyl , 2-hydroxyethyl, 2,2,2- 
trif luoro-l-hydroxyethyl, amidocarbonyl, N- 
methylamidocarbonyl , N, N-dimethylamidocarbonyl , and 
cyano ; 

R^° and R^^ are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
carboxymethyl , methyl, ethyl, propyl, isopropyl, methoxy, 
ethoxy, isopropoxy, propoxy, hydroxy, amino, 
methoxyamino , ethoxyamino , acetamido , 
trif luoroacetamido, aminomethyl, 1-aminoethyl , 2- 
aminoethyl , N-methylamino, dimethyl amino, N-ethylamino, 
methanesulfonamido, amidosulfonyl, N-methylamidosulf onyl, 
N,N-dimethylamidosulf onyl , hydroxymethyl , 1-hydroxyethyl , 
2 -hydroxyethyl , 2,2,2 - 1 rif luoro- 1 -hydroxyethyl , 
methoxycarbonyl , ethoxycarbonyl , amidocarbonyl, N- 
methyl amidocarbonyl , N, N-dimethylamidocarbonyl , N- 
benzylamidocarbonyl , N- (2 -chlorobenzyl) amidocarbonyl , N- 
(3 -f luorobenzyl ) amidocarbonyl , N- (2 - 
trif luoromethylbenzyl) amidocarbonyl , N- (1- 
phenylethyl ) amidocarbonyl , N- { l -methyl - 1 - 
phenylethyl) amidocarbonyl , N-benzylamidosulf onyl , N- (2 - 
chlorobenzyl) amidosulfonyl, N- ethyl amidocarbonyl, N- 
isopropylamidocarbonyl, N-propylamidocarbonyl, N- 
isobutyl amidocarbonyl, N- (2 -butyl) amidocarbonyl, N- 
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cyclobutylamidocarbonyl , N-cyclopentylamidocarbonyl , N- 
cyclohexylamidocarbonyl , fluoro, chloro, bromo, cyano, 
cyclobutoxy/ cyclohexoxy, cyclohexylmethoxy, 4- 
trif luoromethycyclohexylmethoxy , cyclopentoxy , benzyl , 
benzyl oxy, 4 -bromo- 3 - f luorophenoxy , 3 -bromobenzyloxy , 4 - 
bromobenzyloxy , 4 -bromobenzylamino , 5 -bromopyrid-2 - 
y Ime thy 1 amino , 4 -butoxyphenamino, 3 -chlorobenzyl , 4 - 
chlorophenoxy , 4 - chloro- 3 -ethylphenoxy , 4 - chloro- 3 - 
ethylbenzyl amino, 4-chloro-3-ethylphenylamino, 3- 
chlorobenzyloxy , 4 - chlorobenzyloxy , 4 - 
chlorobenzylsulfonyl, 4-chlorophenylamino, 4- 
chlorophenyl sulf onyl , 5 - chloropyr id- 3 -yloxy , 2 - 
cyanopyrid-3-yloxy, 2 , 3--dif luorobenzyloxy, 2,4- 
dif luorobenzyloxy, 3 , 4-dif luorobenzyloxy, 2,5- 
dif luorobenzyloxy, 3 , 5 -dif luorophenoxy, 3,5- 
dif luorobenzyloxy, 4-dif luoromethoxybenzyloxy, 2,3- 
dif luorophenoxy, 2 , 4-dif luorophenoxy, 2,5- 
dif luorophenoxy, 3 , 5-dimethylphenoxy , 3,4- 
dimethylphenoxy, 3 , 4-dimethylbenzyloxy, 3,5- 
dimethylbenzyloxy, 4-ethoxyphenoxy, 4-ethylbenzyloxy, 3- 
ethylphenoxy , 4 -ethylaminophenoxy , 3 -ethyl -5 - 
me t hy Iphenoxy , 4 - f 1 uorobenzyl oxy , 2 - f luoro - 3 - 
trif luoromethylbenzyloxy, 3-f luoro-5- 
trif luoromethylbenzyloxy, 4-fluoro-2- 
trif luoromethylbenzyloxy, 4-f luoro-3- 
trif luoromethylbenzyloxy , 2 - f luorophenoxy , 4 - 
f luorophenoxy , 2 -f luoro-3 -trif luoromethylphenoxy , 2 - 
f luorobenzyloxy, 4 - f luorophenylamino , 2 - f luoro - 4 - 
trif luoromethylphenoxy , 4-isopropylbenzyloxy , 3 - 
i sopropylphenoxy , 4 - i sopropylphenoxy , 4 - i sopropyl - 3 - 
methy Iphenoxy, 4-isopropylbenzyloxy, 3 - i sopropylphenoxy , 
4 - i sopropylphenoxy , 4 - i sopropyl - 3 -methylphenoxy , 
phenylamino , 1 -phenylethoxy , 2 -phenyl ethoxy, 2 - 
phenylethyl, 2-phenylethylamino, phenylsulf onyl , 3- 
trif luoromethoxybenzyloxy, 4 -trif luoromethoxybenzyloxy, 
3-trifluoromethoxyphenoxy, 4-trif luoromethoxyphenoxy, 3- 
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trif luoromethylbenzyloxy, 4-trif luoromethylbenzyloxy, 
2,4-bis-trifl uorome t hy Iben zy 1 oxy / 3 - 

trif luoromethylbenzyl, 3, 5-bis-trif luoromethylbenzyloxy, 
4-trif luoromethylphenoxy, 3-trif luoromethylphenoxy, 3- 
trif luoromethylthiobenzyloxy/ 4- 

trif luoromethylthiobenzyloxy, 2 , 3 , 4-trif luorophenoxy, 

2,3, 5-trif luorophenoxy, 3-pentaf luoroethylphenoxy, 3- 

{l,l,2/2-tetrafluoroethoxy)phenoxy, and 3- 

trif luoromethylthiophenoxy; 

Y° is selected from the group consisting of: 
l-Qb^4^QS^2-R"-3-R^''-5-R^®-6-R^^benzene, 2-Q^-5-Q^-6-R^''- 

4- R''-3~R'^pyridine, 3-Q^-6-Q^-2-R^'-5-R^'-4-R^^pyridine, 

5- Q^-3-R"-6-R"pyrazine, 3-Q^-6-Q^-2-R^'-5-R^^"4- 
R^^pyridazine, 2-Q^-5-Q^-4-R'^-6-R^^pyrimidine, 5-Q^~2-Q^-4- 
Ri6-6_Ri9pyrimidine, 3-Q^-5-Q"-4-R''-2-R^^thiophene, 2-Q^-5- 
QS.3-Ri6-4-Ri7thiophene, 3-Q''-5-Q"-4-R'^-2-R''furan, 2-Q^-5-Q^ 
3.Ri6-4-Ri7furan, 3-Q^-5-Q'-4-R^^-2-R^^pyrrole, 2-Q^-5"Q^-3- 
R^^-4-R^''pyrrole, 4-Q^-2-Q^-5-R^^imidazole, 2-Q^-4-Q'-5- 
R^imidazole, 3-Q*^-5-Q^-4-R^Hsoxazole, 5-Q^-3-Q^-4- 
R^Hsoxazole, 2-Q^-5-Q°-4-R''pyrazole, 4-Q^-2-Q^-5- 
R^^thiazole, and 2-Q^-5-Q^-4-R^''thiazole; 

R^*^ and R^® are independently selected from the group 
consisting of hydrido, methyl, ethyl, isopropyl, propyl, 
carboxy, amidino, guanidino, methoxy, ethoxy, isopropoxy, 
propoxy, hydroxy, amino, aminomethyl, 1-aminoethyl, 2- 
aminoethyl, N-methylamino, dimethyl amino, N-ethylamino, 
methyl thio, ethyl thio, isopropylthio, 
trif luoromethylthio, methylsulf inyl, ethyl sulfinyl, 
methyl sulfonyl , ethyl sulfonyl , trif luoromethyl , 
pentaf luoroethyl, 2,2,2-trifluoroethyl, 2,2,3,3,3- 
pentaf luoropropyl , trif luoromethoxy , 1,1,2,2- 
tetraf luoroethoxy, fluoro, chloro, bromo, hydroxymethyl , 
1- hydroxy ethyl, 2-hydroxyethyl, and cyano; 

R^^ or R^^ are selected from the group consisting of: 
(i) hydrido, methyl, ethyl, isopropyl, propyl, 
carboxy, amidino, guanidino, methoxy, ethoxy, isopropoxy. 
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propoxy, hydroxy, amino, aminomethyl , 1-aminoethyl, 2- 

aminoethyl, N-methylamino, dimethylamino, N- ethyl amino, 

methyl thio , ethyl thio , isopropylthio , 

trif luoromethylthio, methylsulf inyl, ethylsulf inyl , 

methyl sulfonyl , ethylsulf onyl , trif luorome thy 1 , 

pentaf luoroethyl , 2,2, 2 - trif luoroethyl , 2,2,3,3,3- 

pentaf luoropropyl , trif luorome thoxy, 1,1,2,2- 

tetraf luoroethoxy, fluoro, chloro, bromo, hydroxymethyl , 

1- hydroxyethyl, 2 -hydroxy ethyl, and cyano; and 

(ii) NR''R'\ C(NR'^)NR"R'% and N (R"") C (NR25)N (R") (R^*) , 
with the proviso that R^^, R^^, and are not 
simultaneously hydrido; 

is selected from the group consisting of NR^^R^^, 
hydrido, C (NR^^) NR^R^S and NCR^') C (NR'^)N(R^^) (R^^) , with the 
proviso that no more than one of R^° and R^^ is hydroxy at 
the same time and with the further proviso that no more 
than one of R^^ and R^^ is hydroxy at the same time; 

R^°, R^S R^^ R^S R^^ and R^^ are independently 
selected from the group consisting of hydrido, methyl, 
ethyl, propyl, butyl, isopropyl, and hydroxy; 

Q° is selected from the group consisting of a bond, 
CHa,^ and CH2CH2. 

84. The compound of claim 83 or a pharmaceutical ly 
acceptable salt thereof, wherein; 
M is N->0; 

B is selected from the group consisting of hydrido, 
ethyl , 2 -propenyl , 

2-propynyl, propyl, isopropyl, butyl, 2 -butyl, (R) - 

2- butyl, (S)-2-butyl, tert-butyl, isobutyl, 1-pentyl, 3- 
pentyl, 2 -methylbutyl , 2, 2, 2 -trif luoroethyl, 6- 
amidocarbonylhexyl , 4 -methyl - 2 -pentyl , 3 -hydroxypropyl , 

1 -methoxy- 2 -propyl , 2 - methoxyethyl , 2 -methyl - 2 -butyl , 3 - 
methyl - 2 -butyl , 2 - dimethyl aminopropyl , 2 - cyanoethyl , 6 - 
hydroxyhexyl , 2 -hydroxyethyl , 2 -amidinoethyl , 2 - 
guanidinoethyl , 3 -guanidinopropyl , 4 -guanidinobutyl , 3 - 



wo 02/42272 



PCT/USOl/43280 



369 

hydroxypropyl , 4 --hydroxybutyl , 6- cyanohexyl , 2 - 
dimethylatninoethyl, 3-methylbutyl , 2-methylbutyl, (S) -2- 
tnethylbutyl , 3 - ami nop ropy 1, 2-hexyl, and 4-aminobutyl ; 

A is selected from the group consisting of a bond, 
CH2, NHC(O), CH2CH2, CH2CH2CH2, and CH3CHCH2; 

Ja is N or C-X°; 

Jb is N or C-R^- 

and X° are independently selected from the group 
consisting of hydrido, hydroxy, amino, amidino, 
hydroxyamino , aminomethyl, methylamino, cyano, methyl, 
trif luoromethyl , methoxy , hydroxymethyl , methoxyamino , 
methyl thio, trif luoromethoxy, fluoro, and chloro; 

R2 is Z^-Q; 

Z° is selected from the group consisting of a bond, 
CH2, O, S, NH, N(CH3), OCH2, and SCH2; 

Q is selected from the group consisting of 3- 
amidocarbonyl-5-aminophenyl, 3 -amino- 5- (N- 
benzylamidocarbonyl) phenyl , 3 -amino-5-benzylphenyl, 3- 
amino-5- (2 -phenyl ethyl) phenyl, 3 -amino- 5- 
benzylaminophenyl , 3 - amino- 5 - (2 -phenyl ethyl amino) phenyl , 
3 -amino- 5 -benzyl oxyphenyl, 3 -amino- 5- (2- 
phenylethoxy) phenyl , 3 -amino- 5- (N- (2- 
chlorobenzyl) amidocarbonyl) phenyl , 3 -amino- 5- (N- (3- 
f luorobenzyl ) amidocarbonyl ) phenyl , 3 -amino- 5 - (N- (2 - 
trif luoromethylbenzyl) amidocarbonyl) phenyl, 3-amino-5- (N- 
(1 -phenyl ethyl) amidocarbonyl) phenyl, 3-amino-5- (N- (1- 
methyl -1-phenylethyl) amidocarbonyl ) phenyl , 3-amino-5- (N- 
benzyl ami dosulfonyl) phenyl, 3-amino-5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl, 3-amino-5- (N- 
ethyl amidocarbonyl) phenyl , 3 - amino- 5- (N- 
isopropyl amidocarbonyl ) phenyl , 3 - amino - 5 - (N- 
propyl amidocarbonyl ) phenyl , 3 - amino - 5 - (N- 
isobutylamidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
butyl) amidocarbonyl) phenyl , 3 - amino- 5- (N- 
cyclobutylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
cyclopentyl amidocarbonyl) phenyl , 3 - amino- 5- (N- 
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cyclotiexylamidocarbonyl) phenyl, 5-amino-2-f luorophenyl , 
3 - amino - 5 -hydroxymethylphenyl , 5 - amino - 3 - 
methoxycarbonylphenyl , 3 -amidinophenyl , 3 -amino- 2 - 
methylphenyl , 5-amino-2 -methyl thiophenyl , 3 -aminophenyl , 
3 - amino - 5- {4-trif luorome t hylbenzyl amino) phenyl , 3 - amino - 
5- (4 - tr if luorome t hylbenzyl oxy) phenyl, 3-carboxyphenyl, 3- 
carboxy- 5 -hydroxyphenyl , 3 - amino - 5 - carboxyphenyl , 3 - 
chlorophenyl , 2 - chlorophenyl , 3 - cyanophenyl , 3,5- 
diaminophenyl , 3 -dimethyl aminophenyl , 2 - f luorophenyl , 3 - 
f luorophenyl, 2 -hydroxyphenyl, 3 -hydroxyphenyl, 3- 
methanesulf onylaminophenyl , 2 -methoxyphenyl , 3 - 
methoxyphenyl , 3 -methoxyaminophenyl , 3 - 
methoxycarbonylphenyl , 2 -methylaminophenyl , 3 - 
methyl aminophenyl , 2 -methylphenyl , 3 -methylphenyl , 4 - 
methylphenyl , phenyl , 3 - trif luoroacetamidophenyl , 3 - 
trif luoromethylphenyl , 2 - trif luoromethylphenyl , 5 -amino- 
2-thienyl, 5-amino-3-thienyl, 3-bromo-2-thienyl, 3- 
pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 

Y° is selected from the group consisting of: 
l-Q''-4-Q^-2-R''-3-R'''-5-R"-6-R''benzene, 2-Q^-5-Q^-6-R''- 
4-R'®-3-R'^pyridine, 3-Q^-6-Q^-2-R^^-5-R"-4-R^^pyridine, 3-Q*'- 
5-Q^-4-R"-2-R^^thiophene, and 2-Q^-5-Q^-3-R^^-4-R^^thiophene; 
R^^ and R^^ are selected from the group consisting of: 

(i) hydrido, amidino, amino, aminomethyl, methoxy, 
methylamino, hydroxy, hydroxymethyl, fluoro, chloro, and 
cyano ; and 

(ii) C(NR^^)NR^^r2^ with the proviso that R^^ R^^ and 
are not simultaneously hydrido and not more than one of 

R^^ may (C{NR^^)NR^^ R^* at the same time; 

R^*^ and R^® are independently selected from the group 
consisting of hydrido, fluoro, chloro, hydroxy, 
hydroxymethyl , amino, carboxy, and cyano; 
is C(NR^^)NR"r2* or hydrido; 

R^^, R^^, and R^^ are independently hydrido or methyl; 

Q° is CHa- 
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85. The compound of claim 82 having the structure: 




or a pharmaceutically acceptable salt thereof, wherein; 

B is selected from the group consisting of hydrido, 
C2-C8 alkyl, C3-C8 alkenyl, C3-C8 alkynyl, and C2-C8 
haloalkyl, wherein each member of group B is optionally 
substituted at any carbon up to and including 6 atoms 
from the point of attachment of B to A with one or more 
of the group consisting of R^^, R^^, R^^ and R^^j 

R^^ R^^ R^% R^^ and R^^ are independently selected 
from the group consisting of hydrido, acetamido, 
haloacetamido, amidino, guanidino, alkoxy, hydroxy, 
amino, alkoxyamino, alkylamino, alkylthio, 
amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl , carboalkoxy , carboxy , carboxamido , cyano , 
and Q^; 

A is a bond or (CH (R^^) ) p^- (W') wherein rr is 0 or 1, 
pa is an integer selected from 0 through 3, and W'' is 
N(R") ; 

R"^ is hydrido or alkyl; 

R^^ is selected from the group consisting of hydrido, 
halo, alkyl, and haloalkyl; 

R^ and X° are independently selected from the group 
consisting of hydrido, hydroxy, hydroxyamino, amidino, 
amino, cyano, hydroxyalkyl, alkoxy, alkyl, alkylamino, 
aminoalkyl, alkylthio, alkoxyamino, haloalkyl, 
haloalkoxy, and halo; 

R^ is Z°-Q; 
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Z° is a bond; 

Q is phenyl or a heteroaryl of 5 or 6 ring meinbers, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to Z° is 
optionally substituted by R^, the other carbon adjacent to 
the carbon at the point of attachment is optionally 
substituted by R", a carbon adjacent to R^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^°, a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R", and any carbon adjacent to both R^° and 
R^^ is optionally substituted by R^^; 

R^, R^^, and R^^ are independently selected from the 
group consisting of hydride, hydroxy, amino, amidino, 
guanidino, alkylamino, alkylthio, alkoxy, alkylsulf inyl, 
alkylsulfonyl, amidosulfonyl, alkyl, halo, haloalkyl, 
haloalkoxy, hydroxyalkyl , carboxy, carboxamido, and 
cy ano ; 

R^° and R^^ are independently selected from the group 
consisting of hydrido, acetamido, haloacetamido, 
amidino, guanidino, alkyl, alkoxy, alkoxyamino, hydroxy, 
amino, alkylamino, alkylsulf onamido, amidosulfonyl, 
hydroxyalkyl, aminoalkyl, halo, haloalkyl, carboalkoxy, 
carboxy, carboxamido, carboxyalkyl, and cyano; 

Y° is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein one carbon of said phenyl or said heteroaryl is 
substituted by Q^, a carbon two or three atoms from the 
point of attachment of to said phenyl or said 
heteroaryl is substituted by Q^, a ^carbon adjacent to the 
point of attachment of is optionally substituted by R", 
another carbon adjacent to the point of attachment of 
is optionally substituted by R^®, a carbon adjacent to 
is optionally substituted by R^^, and another carbon 
adjacent to is optionally substituted by R^^; 

R^'^ and R^® are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
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haloalkylthio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl , alkylsulfonyl, alkanoyl, 
haloalkanoyl , alkyl , halo , haloalkyl , haloalkoxy , 
hydroxyalkyl, aminoalkyl/ and cyano; 

R^^ and R^^ are selected from the group consisting of: 

(i) hydrido, amidino, guanidino, carboxy, 
haloalkyl thio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl , alkylsulfonyl, alkanoyl, 
haloalkanoyl , alkyl , halo , haloalkyl , haloalkoxy, 
hydroxyalkyl , aminoalkyl, and cyano; and 

(ii) NR'°r2\ N(R2^)C(NR2^)N(r2^) (R2^) , and C(NR2')NR2^R=^S 
with the proviso that R^^, R^^, and are not 
simultaneously hydrido; 

is selected from the group consisting of NR^°R^S 
hydrido, N(R'')C(NR^^)N(R'') (R^^) , and C(NR2^)NR"R2^• 
R'^ R^S R^^ R'\ R", and R"' are independently hydrido 
or alkyl; 

is CHa- 

86. The compound of claim 85 or a pharmaceutically 
acceptable salt thereof, wherein; 

B is selected from the group consisting of hydrido, 
ethyl, 2-propenyl, 2-propynyl, propyl, isopropyl, butyl, 
2-butenyl, 2-butynyl, sec-butyl, tert-butyl, isobutyl, 2-. 
methylpropenyl , 1 -pentyl , 2 -pentenyl , 3 -pent enyl , 2 - 
pentynyl , 3 -pentynyl , 2 -pentyl , 3 -pentyl , 2 -methylbutyl , 

2 - methyl -2 -but enyl, 3 -methylbutyl , 3-methyl-2-butenyl, 1- 
hexyl, 2-hexenyl, 3-hexenyl, 4-hexenyl, 2-hexynyl, 3- 
hexynyl, 4-hexynyl, 2-hexyl, 1 -methyl -2 -pentenyl, 1- 
methyl - 3 -pentenyl , 1 -methyl - 2 -pentynyl , 1 -methyl - 3 - 
pentynyl, 3-hexyl, 1- ethyl -2 -but enyl, 1-heptyl, 2- 
heptenyl, 3-heptenyl, 4-heptenyl, 5-heptenyl, 2-heptynyl, 

3- heptynyl, 4-heptynyl, 5-heptynyl, 2-heptyl, 1 -methyl -2- 
hexenyl, 1 -methyl- 3 -hexenyl , 1 -methyl -4-hexenyl, 1- 
methyl - 2 -hexynyl , 1 -methyl - 3 -hexynyl , l -methyl - 4 -hexynyl , 
3-heptyl, l-ethyl-2 -pentenyl, 1- ethyl -3 -pentenyl, 1- 
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ethyl - 2 -pentynyl , 1 - ethyl - 3 -pentynyl , 2,2,2- 
trif luoroethyl , 2 , 2 -dif luoropropyl , 4 - trif luorpmethyl - 
5,5, 5-trif luoropentyl, 4-trif luoromethylpentyl, 
5, 5, 6, 6, 6-pentaf luorohexyl, and 3 , 3 , 3-trif luoropropyl, 
5 wherein each men±)er of group B is optionally substituted 

at any carbon up to and including 5 atoms from the point 
of attachment of B to A with one or more of the group 
consisting of R^', and R'S- 

R^% R^S R^^, R^^ and R^^ are independently selected 

10 from the group consisting of hydrido, amidino, guanidino, 

methyl, ethyl, methoxy, ethoxy, hydroxy, amino, N- 
methyl amino, dimethyl amino, methoxyamino , methylthio, 
ethylthio, trif luoromethyl, pentaf luoroethyl , 2,2,2- 
trif luoroethyl, fluoro, chloro, bromo, amidosulfonyl, N- 

15 methyl amidosulfonyl, hydroxymethyl , amidocarbonyl , 

carboxy, cyano, and Q^; 

A is selected from the group consisting of: 

(i) a bond, NH, N(CH3), CH2, CH3CH, and CH2CH2; and 

(ii) CH2N{CH3), CH2N(CH2CH3) , CH2CH2N(CH3) , and 
20 CHaCHaNCCHzCHj) with the proviso that B is hydrido; 

X"^ is selected from the group consisting of hydrido, 
hydroxy, amino, amidino, aminomethyl, cyano, methyl, 
trif luoromethyl, hydroxymethyl, chloro, and fluoro; 

R^ is selected from the group consisting of hydrido, 

25 hydroxy, hydroxymethyl, amino, aminomethyl, methylamino, 

cyano, methyl, trif luoromethyl, methoxy, methylthio, 
trif luoromethoxy, fluoro, and chloro; 

R^ is selected from the group consisting of phenyl, 
2-thienyl, 2-furyl, 2-pyrrolyl, 2-imidazolyl, 2- 

30 thiazolyl, 3-isoxazolyl, 2-pyridyl, and 3-pyridyl, 

wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to the 
pyridine ring is optionally substituted by R^, the other 
carbon adjacent to the carbon at the point of attachment 

35 is optionally substituted by R^^, a carbon adjacent to R^ 

and two atoms from the carbon at the point of attachment 
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is optionally substituted by R^°/ a carbon adjacent to R" 
and two atoms from the carbon at the point of attachment 
is optionally substituted by R^^, and any carbon adjacent , 
to both R^° and R" is optionally substituted by R^^; 

R^, R^^, and R^^ are independently selected from the 
group consisting of hydrido, methyl, ethyl, methoxy, 
ethoxy, hydroxy, amino, N-methylamino, N,N- dimethyl amino, 
methylthio, trif luoromethyl , pentaf luoroethyl , 2,2,2- 
trif luoroethyl, fluoro, chloro, bromo, amidosulfonyl, N- 
methylamidosulf onyl , N, N-dimethylamidosulf onyl , 
hydroxymethyl , 1 -hydroxy ethyl , amidocarbonyl , N- 
methylamidocarbonyl, carboxy, and cyano; 

R^° and R^^ are independently selected from the group 
consisting of hydrido, amidino, amidocarbonyl, N- 
methylamidocarbonyl , N- benzyl amidocarbonyl , N- (2 - 
chlorobenzyl) amidocarbonyl , N- (3 - 

f luorobenzyl ) amidocarbonyl , N- ( 2 - 
trif luoromethylbenzyl) amidocarbonyl , N- (1- 
phenylethyl ) amidocarbonyl , N- { 1 -methyl - 1 - 

phenylethyl) amidocarbonyl , N- benzyl amidosulfonyl , N- (2- 
chlorobenzyl) amidosulfonyl, N-ethylamidocarbonyl, N- 
isopropyl amidocarbonyl , N-propylamidocarbonyl , N- 
isobutylamidocarbonyl , N~ (2 -butyl ) amidocarbonyl , N- 
cyclobutylamidocarbonyl , N-cyclopentyl amidocarbonyl, N- 
cyclohexylamidocarbonyl , guanidino , methyl , ethyl , 
methoxy , ethoxy , hydroxy , hydroxymethyl , 1 -hydroxyethyl , 
2 -hydroxyethyl , carboxy, carboxymethyl , amino , acetamido , 
trif luoromethyl , pentaf luoroethyl , 2,2 , 2 -trif luoroethyl , 
trif luoroacetamido, aminomethyl, N-methylamino, 
dimethyl amino, methoxyamino, amidosulfonyl, N- 
methylamidosulf onyl , N, N-dimethylamidosulf onyl , 
methanesul f onamido , methoxycarbonyl , fluoro / chloro , 
bromo, and cyano; 

Y° is selected from the group consisting of:* 
l.Qb.4.Q0.2-R^'-3-R'^-"5-R"-6-R''benzene, 2-Q^-5-Q"-6-R"- 
4-R""3-R"pyridine, 2-Q^-5-Q^-3-R"-4-R^''thiophene, 3-0*^-6- 
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Q^-2-R^^-5-R"-4~R^^pyridine, 3-Q^-5-Q^-4-R"-2-R^^thiophene, 
3-Q*'-5-Q°-4-R^^-2-R^^furan, 2-Q^-5-Q°-3-R^^-4-R^^f uran, 3-Q^-5- 
Q^-4-R"-2-R^^pyrrole, 2-Q^-5-Q^-3-R^^-4-R^''pyrrole, 4-Q^-2-Q^- 

5- R"thiazole, and 2-Q^-5-Q^-4-R^''thiazole; 

5 R^% R^% R^% and R^^ are independently selected from 

the group consisting of hydride, methyl, ethyl, amidino, 
guanidino, methoxy, hydroxy, amino, aminomethyl, 1- 
aminoethyl, 2-aminoethyl , N-methylamino, dimethylamino, 
methyl thio , ethyl thio , trif luoromethylthio , 
10 methyl sulfinyl, methylsulfonyl , trif luoromethyl, 

pentaf luoroethyl , 2,2, 2-trif luoroethyl , trif luoromethoxy , 
fluoro, chloro, hydroxymethyl , carboxy, and cyano; 

is selected from the group consisting of NR^^R^^, 
C(NR'')NR"R=^S and N (R^^) C (NR^^) N (R") (R"") ; 
15 R^°, R^\ R^S R^^ and R^^ are independently 

selected from the group consisting of hydrido, methyl, 
and ethyl; 

is CH2. 

87, The compound of claim 86 or a pharmaceutically 
acceptable salt thereof, wherein; 

B is selected from the group consisting of hydrido, 
ethyl, 2-propenyl, 2-propynyl, propyl, isopropyl, butyl, 
2-butyl, (R) -2-butyl, (S) -2-butyl, tert-butyl, isobutyl, 
1-pentyl, 3-pentyl, 2 -methylbutyl , 2 , 2 , 2-trif luoroethyl , 

6- amidocarbonylhexyl, 4-methyl-2-pentyl , 3 -hydroxypropyl , 
l-methoxy-2 -propyl , 2 -methoxyethyl , 2 -methyl -2 -butyl , 3 - 
methyl -2 -butyl , 2 - dimethyl aminopropyl , 2 -cyanoethyl , 6- 
hydroxyhexyl , 2-hydroxyethyl, 2-amidinoethyl, 2- 
guanidinoethyl , 3 -guanidinopropyl , 4 ^guanidinobutyl , 3 - 
hydroxypropyl , 4 - hydroxybuty 1 , 6 - cyanohexy 1 , 2 - 
dimethylaminoethyl, 3-methylbutyl, 2-methylbutyl, (S) -2- 
methylbutyl, 3 -aminopropyl, 2-hexyl, and 4-aminobutyl ; 

A is selected from the group consisting of a bond, 
CH2, CH3CH, and CH2CH2; 

X° is selected from the group consisting of hydrido. 
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hydroxy/ amino, amidino, aminomethyl , cyano, methyl, 
trif luoromethyl, hydroxymethyl , and fluoro; 

is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl, amino, aminomethyl, cyano, 
methyl, - trif luoromethyl, and fluoro; 

is selected from the group consisting of 3- 
amidocarbonyl-5-aminophenyl , 3 -amidocarbonyl-5- 
aminophenyl, 3-amino-5- (N-benzylamidocarbonyl) phenyl, 3- 
amino-S- (N- (2 -chlorobenzyl ) amidocarbonyl) phenyl, 3 -amino - 
5- (N- (3-f luorobenzyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- 
(2 - trif luoromethylbenzyl ) amidocarbonyl ) phenyl , 3 -amino- 5 - 
(N- (1 -phenyl ethyl) amidocarbonyl) phenyl , 3 -amino- 5- (N- (1- 
methyl-l-phenylethyl) amidocarbonyl) phenyl, 3-amino-5- (N- 
benzylamidosulfonyl) phenyl, 3 -amino- 5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl , 3 -amino- 5- (N- 
ethylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
isopropylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
propyl amidocarbonyl) phenyl , 3 -amino- 5- (N- 
isobutylamidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
butyl ) amidocarbonyl ) phenyl , 3 - amino - 5 - (N- 
cyclobutylamidocarbonyl) phenyl, 3-amino-5- (N- 
cyclopentylamidocarbonyl) phenyl , 3-amino-5- (N- 
cyclohexylamidocarbonyl) phenyl , 5-amino-2-f luorophenyl , 
3 - amino - 5 - hydroxyme thy Iphenyl , 5 - amino - 3 - 
methoxycarbonylphenyl , 3 -amidinophenyl , 3 -amino- 2 - 
methylphenyl , 5 -amino- 2 -methyl thiophenyl , 3 -aminophenyl , 
3 - carboxyphenyl , 3 - carboxy- 5 - aminophenyl , 3 - carboxy- 5 - 
hydroxyphenyl , 3 - carboxymet hyl - 5 - aminophenyl , 3 - 
carboxymethyl - 5 -hydroxyphenyl , 3 -carboxymethylphenyl , 3 - 
chlorophenyl , 2 -chlorophenyl , 3 -cyanophenyl , 3,5- 
diaminophenyl , 3 -dimethyl aminophenyl , 2 - f luorophenyl , 3 - 
f luorophenyl , 2 , 5 - di f luorophenyl , 2 -hydroxyphenyl , 3 - 
hydroxyphenyl , 3 -methanesulf onylaminophenyl , 2 - 
methoxyphenyl , 3 -methoxyphenyl , 3 -methoxyaminophenyl , 3 - 
methoxycarbonylphenyl , 2 -met hyl aminophenyl , 3 - 
methylaminophenyl , 2 -methylphenyl, 3 -methylphenyl, 4- 
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methylphenyl , phenyl, 3-trif luoroacetamidophenyl, 3- 
trif luoromethylphenyl, 2-trif luoromethylphenyl , 5 -amino- 
2-thienyl, 5-amino-3-thienyl , 3-bromo-2-thienyl, 3- 
pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 

Y° is selected from the group consisting of: 
l-Q^-4-Q^-2-R"-3-R''-5-R''-6-R'^benzene, 2-Q^-5-Q^"-6-R''- 

4- R^^-3-R^^pyridine, 3-Q''-6-Q'-2-R''-5-R^^-4-R^^pyridine, 3-Q^ 

5- Q^"4-R"~2-R^^thiophene, and 2-Q^-5-Q°-3-R'^-4-R'''thiophene 

R^^ and R^^ are independently selected from the group 
consisting of hydrido, amidino, amino, aminomethyl, 
me thoxy , methyl amino , hydroxy , hydroxyme thyl , f luoro , 
chloro, and cyano; 

R^'' and R^® are independently selected from the group 
consisting of hydrido, f luoro, chloro, hydroxy, 
hydroxyme t hyl , amino, carboxy, and cyano ; 
is c{me^)m?^R'^; 

R^^, R^^, and R^^ are independently hydrido or methyl; 
is CHj. 

88. The compound of claim 87 or a pharmaceutically 
acceptable salt thereof, wherein; 

B is selected from the group consisting of hydrido, 
ethyl, 2-propenyl, 2-propynyi, propyl, isopropyl, butyl, 
2-butyl, (R) -2-butyl, (S) -2-butyl, tert-butyl, isobutyl, 
1 -pentyl , 3 -pentyl , 2 -methylbutyl , 2,2,2 - trif luoroethyl , 

6 - amidocarbonylhexyl , 4 -methyl - 2 -pentyl , 3 -hydroxypropyl , 
1-methoxy- 2 -propyl, 2-methoxyethyl, 2 -methyl -2 -butyl , 3-. 
methyl -2 -butyl , 2 - dimethyl aminopropyl , 2 -cyanoethyl , 6 - 
hydroxyhexyl , 2 -hydroxyethyl , 2 -amidinoethyl , 2- 
guanidinoethyl , 3 -guanidinopropyl , 4 -guanidinobutyl., 3 - 
hydroxypr opy 1 , 4 - hydr oxybuty 1 , 6 - cyanohexy 1 , 2 - 

dime thy laminoethyl, 3 -methylbutyl, 2 -methylbutyl, (S) -2- 
methylbutyl, 3 -aminopropyl, 2-hexyl, and 4-aminobutyl ; 

A is selected from the group consisting of a bond, 
CHa, CH3CH, and CH2CH2; 

X° is selected from the group consisting of hydrido. 
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hydroxy, amino , amidino, aminomethyl , cyano, methyl, 
trifluoromethyl, hydroxymethyl , and fluoro; 

is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl , amino, aminomethyl, cyano, 
methyl, trif luoromethyl, and fluoro; 

is selected from the group consisting of 3- 
amidocarbonyl-5-aminophenyl, 3 -amino- 5- (N- 
benzylamidocarbonyl) phenyl, 3-amino-5- (N- (2- 
chlorobenzyl ) amidocarbonyl ) phenyl , 3 - amino - 5 - (N- ( 3 - 
fluorobenzyl) amidocarbonyl) phenyl, 3-amino~5- (N- {2- 
trif luoromethylbenzyl ) amidocarbonyl ) phenyl , 3 -amino-5 - (N- 
(1-phenylethyl) amidocarbonyl) phenyl , 3-amino-5- (N- (1- 
methyl - 1 -phenyle thyl ) amidocarbonyl ) phenyl , 3 -amino- 5 - (N- 
benzylamidosulfonyl) phenyl, 3 -amino- 5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl , 3 -amino- 5- (N- 
ethylamidocarbonyl) phenyl, 3-amino-5- (N- 
isopropylamidocarbonyl) phenyl , 3 - amino- 5- (N- 
propyl amidocarbonyl) phenyl , 3 -amino- 5- (N- 
isobutylamidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
butyl) amidocarbonyl) phenyl , 3-amino-5- (N- 
cyclobutylamidocarbonyl) phenyl , 3 -amino-5- (N- 
cyclopentylamidocarbonyl) phenyl , 3-amino-5 - (N- 
cyclohexyl amidocarbonyl) phenyl , 3 -aminophenyl , 3 -carboxy- 
5-aminophenyl , 3 -chlorophenyl , 3 , 5 -di aminophenyl , 3 - 
dimethylaminophenyl , 3 -hydroxyphenyl , 3 - 
methanesulfonyl aminophenyl , 3 - methyl aminophenyl , 2 - 
methylphenyl , 3-methylphenyl, phenyl, 3- 
trif luoroacetamidophenyl , 3 -bromo-2 - thienyl , 2 -thienyl , 
and 3 -thienyl ; 

Y° is selected from the group consisting of 5- 
amidino-2-thienylmethyl, 4-amidinobenzyl, 2-f luoro-4- 
amidinobenzyl , and 3 - f luoro-4 -amidinobenzyl . 

89. The compound of Claim 82 wherein the compound 
is selected from the group consisting of: 
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or a pharmaceutically acceptable salt thereof, wherein; 

is 3-aminophenyl , B is 2 , 2 , 2-trif luoroethyl , A is 
a bond, Y° is 4-amidinobenzyl , and is chloro; 

R^ is 3-aminophenyl/ B is (S)-2-butyl, A is a bond, 
5 Y° is 4-aTnidinobenzyl, and is chloro; 

R^ is 5-amino-2-f luorophenyl, B is isopropyl^ A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 2 -methyl -3-aminophenyl, B is isopropyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 
10 R^ is 3-aminophenyl, B is ethyl, A is a bond, Y° is 

4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is ethyl, A is a bond, Y° is 
4-amidino-2-fluorobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is 2-propenyl, A is a bond, Y^ 
15 is 4-amidinobenzyl, and is chloro; 

R^ is 3-aminophenyl, B is isopropyl, A is a bond, Y° 
is 4-amidino-2-f luorobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is isopropyl, A is a bond^ Y° 
is 4-amidinobenzyl, and R^ is chloro; 
20 ; R^ is 3-aminophenyl, B is 2 -butyl, A is a bond, Y° is 

4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is (R)-2-butyl, A is a bond, 
Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is 2-propynyl, A is a bond, Y° 
25 is 4-amidinobenzyl, and is chloro; 
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is 3-aminophenyl, B is 3-pentyl, A is a bond, Y° 
is 4-amidinobenzyl, and is hydrido; 

R^ is 3-aminophenyl, B is hydrido, A is CH2/ Y° is 4- 
amidinobenzyl , and is chloro; 
5 R^ is 3-aminophenyl, B is ethyl, A is CHg, Y° is 4- 

amidinobenzyl , and R^ is chloro; 

R^ is 3-aminophenyl, B is 2-methypropyl, A is a bond, 
Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is 2 -propyl, A is CH3CH, Y° is 
10 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aTninophenyl, B is propyl, A is a bond, Y° is 
4-amidino-2-f luorobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is 6-amidocarbonylhexyl, A is 
a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 
15 R^ is 3-aminophenyl, B is tert-butyl, A is a bond, Y° 

is 4-amidinobenzyl, and R^ is hydrido; 

R^ is 3-aminophenyl, B is tert-butyl, A is a bond, Y° 
is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is 3-hydroxypropyl, A is a 
20 bond, Y^ is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is 2 -methylpropyl , A is a 
bond, Y° is 4 -amidino-2-f luorobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is butyl, A is a bond, Y° is 
4-amidinobenzyl, and R^ is chloro; 
25 R^ is 3-aminophenyl, B is 1-methoxy- 2 -propyl, A is a 

bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is 2-methoxyethyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is 2 -propyl, A is a bond, Y° 
30 is 5-amidino-2-thienylmethyl, and R^ is chloro; 

R^ is 5-amino-2 -methyl thiophenyl, B is 2 -propyl, A is 
a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5-carboxyphenyl, B is isopropyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 
35 R^ is 3-amino-5-carbomethoxyphenyl, B is isopropyl, A 

is a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 
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is 3-aminophenyl, B is isopropyl, A is a bond, Y° 
is 4-amidinobenzyl, and is bromo; 

R^ is 3-amino-5-carboxamidophenyl, B is isopropyl, A 
is a. bond, Y° is 4-amidinobenzyl, and R^ is chloro; 
5 R^ is 3-amino-5- (N-benzyl-N- 

methylamidocarbonyl) phenyl, B is isopropyl, A is a bond, 
Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino~5- (N- (1- 
phenylethyl) ami docarbonyl) phenyl, B is isopropyl, A is a 
10 bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5- (N- (2-phenyl-2- 
propyl) amidocarbonyl) phenyl, B is isopropyl, A is a bond, 
Y° is 4-amidinobenzyl, and R^ is chloro; 
R^ is 3-amino-5- (N- (2,4- 
15 dichlorobenzyl) ami docarbonyl) phenyl, B is isopropyl, A is 

a bond, Y° is 4-amidinobenzyl, and Rl is chloro; 

R^ is 3-amino-5- (N- (4- 
bromobenzyl) ami docarbonyl) phenyl, B is isopropyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 
20 R^ is 3 -amino- 5 - (N-benzylamidocarbonyl) phenyl, B is 

isopropyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 
chloro; 

R^ is 3-amino-5- (N- (2- 
chlorobenzyl) ami docarbonyl) phenyl, B is isopropyl, A is a 
25 bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5- (N- (2- 
trif luoromethylbenzyl ) amidocarbonyl ) phenyl , B is 
isopropyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 
chloro; 

30 R^ is 3-amino-5- (N- (3- 

fluorobenzyl) amidocarbonyl) phenyl, B is isopropyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5- (N- CS- 
trif luoromethylbenzyl) amidocarbonyl ) phenyl , B is 

35 isopropyl, A is a bond, Y^ is 4-amidinobenzyl/ and R^ is 

chloro; 
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is 3-amino-5- (N-isobutylamidocarbonyl) phenyl , B is 
isopropyl, A is a bond, Y° is 4-amidinobenzyl, and is 
chloro; 

R^ is 3 -amino-5- (N-cyclobutylamidocarbonyl) phenyl, B 
5 is isopropyl, A is a bond, Y° is 4-amidinobenzyl, and R^ 

is chloro; 

R^ is 3-amino-5- (N-cyclopentylamidocarbonyl) phenyl, B 
is isopropyl, A is a bond, Y° is 4-amidinobenzyl, and R^ 
is chloro; 

10 R^ is 3 -amino-5 - (N-cycloheptylamidocarbonyl) phenyl, B 

is isopropyl, A is a bond, Y° is 4-amidinobenzyl, and R^ 
is chloro; 

R^ is 3-amino-5- (N- (2- 
pyridylmethyl) ami docarbonyl) phenyl, B is isopropyl, A is 
15 a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5- (N- (3- 
pyridylmethyl) ami docarbonyl) phenyl, B is isopropyl, A is 
a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 
R^ is 3-amino-5- (N- (2- (4- 
20 methoxyphenyl) ethyl) amidocarbonyl) phenyl, B is isopropyl, 

A is a bond, Y° is 4-amidinoben2yl, and R^ is chloro; 

R^ is 3-amino-5- (N- (3- 
phenylpropyl) amidocarbonyl) phenyl, B is isopropyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 
25 R^ is 3-amino-5- (N- (2,2- 

diphenylethyl) amidocarbonyl) phenyl, B is isopropyl, A is 
a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5- (N- (2- 
naphthylmethyl) amidocarbonyl) phenyl, B is isopropyl, A is 
30 a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5- (N- (l,2,3,4-tetrahydronaphth-2- 
ylmethyl) amidocarbonyDphenyl, B is isopropyl/ A is a 
bond, Y° is 4-amidinobenzyl , and R^ is chloro; 

R^ is 3-aminophenyl, B is 2 -propyl, A is a bond, Y^ 
35 is 4-amidino-3-f luorobenzyl, and R^ is hydrido; 

R^ is 3-carboxyphenyl, B is 2 -propyl, A is a bond, Y*^ 



wo 02/42272 



PCTAJSOl/43280 



384 

is 4-amidinobenzyl, and is hydrido; 

is 3-aminophenyl; B is 2 -propyl, A is a bond, Y° 
is 4-amidino-3-f luorobenzyl, and R^ is chloro; 

R^ is 3, 5-diaminophenyl, B is 2,2,2--trifluoroethyl, A 
5' is a bond, Y° is 4-aTnidinobenzyl , and R^ is chloro; 

R^ is 3, 5-diaminophenyl, B is (S)-2-butyl, A is a 
bond, Y° is 4-amidinobenzyl , and R^ is chloro; 

R^ is 3 , 5-diaminophenyl, B is isopropyl, A is a bond, 
Y° is 4-amidinobenzyl, and R^ is chloro; 
10 R^ is 3, 5-diaminophenyl, B is isopropyl, A is a bond, 

Y° is 4-amidino-2-f luorobenzylbenzyl, and R^ is chloro; 

R^ is 3, 5-diaminophenyl, B is ethyl, A is a bond, Y° 
is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3, 5-diaminophenyl, B is ethyl, A is a bond, Y° 
15 is 4-amidino-2-fluorobenzyl, and R^ is chloro; 

R^ is 3-amino-5-carboxyphenyl , B is 2,2,2- 
trif luoroethyl, A is a bond, Y° is 4-amidinobenzyl, and R^ 
is chloro; 

R^ is 3-amino-5-carboxyphenyl, B is (S)-2-butyl, A is. 
2 0 a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5-carboxyphenyl, B is isopropyl, A is a 
bond, Y° is 4-amidino-2-f luorobenzylbenzyl, and R^ is 
chloro; 

R^ is 3-amino-5-carboxyphenyl, B is ethyl, A is a 
25 bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5-carboxyphenyl, B is ethyl, A is a 
bond, Y° is 4-amidino-2-f luorobenzyl , and R^ is chloro; 

R^ is 3 -amino- 5 - (N-benzylamidocarbonyl) phenyl, B is 
2 , 2 ,2-trif luoroethyl, A is a bond, Y° is 4-amidinobenzyl, 
30 and R^ is chloro; 

R^ is 3 -amino- 5- (N-benzylamidocarbonyl) phenyl, B is 
(S)-2-butyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 
chloro; 

R^ is 3 -amino- 5- (N-benzylamidocarbonyl) phenyl, B is 
35 isopropyl, A is a bond, Y° is 4-amidino-2-' 

f luorobenzylbenzyl, and R^ is chloro; 
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is 3 --amino- 5 - (N~benzylamidocarbonyl) phenyl, B is 
ethyl, A is a bond, Y° is 4-amidinobenzyl , and is 
chloro; 

R^ is 3 -amino- 5 - (N-benzyl ami docarbonyl) phenyl , B is 
ethyl, A is a bond, Y° is 4-amidino-2-f luorobenzyl, and R^ 
is chloro; 

R^ is 3,5-diaminophenyl, B is isopropyl, A is a bond, 
Y° is 4- ami dinobenzyl benzyl, and R^ is hydrido. 

90. The compound of claim 67 having the structure: 



Jb 



Ja 




10 



15 



20 



25 



or a pharmaceutic ally acceptable salt thereof, wherein; 
M is N or N->0; 

B is a C3-C7 cycloalkyl or a C4-C6 saturated 
heterocyclyl, wherein each ring carbon is optionally 
substituted with R^^, a ring carbon other than the ring 
carbon at the point of attachment of B to A is optionally 
substituted with oxo provided that no more than one ring 
carbon is substituted by oxo at the same time, ring 
carbons and a nitrogen adjacent to the carbon atom at the 
point of attachment are optionally substituted with R^ or 
R", a ring carbon or nitrogen adjacent to the R^ position 
and two atoms from the point of attachment is optionally 
substituted with R^^, a ring carbon or nitrogen adjacent 
to the R" position and two atoms from the point of 
attachment is optionally substituted with R^^, a ring 
carbon or nitrogen three atoms from the point of 
attachment and adjacent to the R^° position is optionally 
substituted with R^^, a ring carbon or nitrogen three 
atoms from the point of attachment and adjacent to the R^^ 
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position is optionally substituted with R", and a ring 
carbon or nitrogen four atoms from the point of 
attachment and adjacent to the R^^ and R^^ positions is 
optionally substituted with R^^; 

R^, R^^, and R" are independently selected from the 
group consisting of hydrido, hydroxy, amino, amidino, 
guanidino, alkylamino, alkylthio, alkyl sulfonamide, 
alkylsulf inyl , alkylsulf onyl, amidosulf onyl , alkyl, 
alkoxy, halo, haloalkyl, haloalkoxy, hydroxyalkyl , 
hydroxyhaloalkyl, carboxy, carboxamido, and cyano; 

R^^ and R^^ are independently selected from the group 
consisting of hydrido, acetamido, haloacetamido, 
amidino, guanidino, alkyl, aryl, aralkyl, cycloalkyl, 
cycloalkylalkyl, heteroaryl, heterocyclyl, alkoxy, 
cycloalkoxy, cycloalkylalkoxy, aralkoxy, aryloxy, 
heteroaryl oxy, heteroaralkoxy , heterocyclyloxy , 
heterocyclyl alkoxy, hydroxy, amino, alkoxyamino, 
alkylamino, arylamino, aralkylamino, heteroarylamino, 
heteroaralkyl amino, heterocyclylamino, 

heterocyclylalkylamino, alkyl sulfonamide, amidosulf onyl, 
arylsulf inyl , aralkylsulf inyl , cycloalkyl sulf inyl , 
heteroaryl sulf inyl , arylsulf onyl , aralkylsulf onyl , 
cycloalkyl sulf onyl , heteroaryl sulf onyl , hydroxyalkyl , 
hydroxyhaloalkyl, aminoalkyl, carboalkoxy, carboxy, 
carboxyalkyi , carboxamido, halo, haloalkyl, and cyano; 

R^* is selected from the group consisting of hydrido, 
acetamido, haloacetamido, amidino, guanidino, alkoxy, 
hydroxy, amino, alkoxyamino,* alkylamino, alkylthio, 
amidosulf onyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl, hydroxyhaloalkyl, carboalkoxy, carboxy, 
carboxamido, and cyano; 

R^^ is selected from the group consisting of hydrido, 
acetamido, haloacetamido, amidino, guanidino, alkoxy, 
hydroxy, amino, alkoxyamino, alkylamino, alkylthio, 
amidosulf onyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl , hydroxyhaloalkyl , carboalkoxy , carboxy , 
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carboxamido , cyano, and Q^; 

A is a bond or (CH (R^^) )pa- (W'^) wherein rr is 0 or 1, 
pa is an integer selected from 0 through 3, and W"^ is 
(R'')NC(0) or N(R'') ; 

R*^ is selected from the group consisting of hydrido, 
hydroxy and alkyl; 

R^^ is selected from the group consisting of hydrido, 
halo, alkyl, and haloalkyl; 

Ja is N or C-X\- 

Jb is N or C-R^; 

R^ and X° are independently selected from the group 
consisting of hydrido, hydroxy, hydroxyamino , amidino, 
amino, cyano, hydroxyalkyl , alkoxy, alkyl, alkylamino, 
aminoalkyl, alkylthio, alkoxyamino, haloalkyl, 
haloalkoxy, and halo; 

R^ is Z°-Q; 

Z° is selected from the group consisting of a bond, 
CH2, CH2CH2, W°- (CH{R'^) )p wherein p is 0 or 1 and is 
selected from the group consisting of O, S, and N(R^^) ; 

R^^ and R^^ are independently hydrido or alkyl; 

Q is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to Z° is 
optionally substituted by R^ the other carbon adjacent to 
the carbon at the point of attachment is optionally 
substituted by R", a carbon adjacent to R^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^°, a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^S and any carbon adjacent to both R^° and 
R" is optionally substituted by R^^; 

Y° is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein one carbon of said phenyl or said heteroaryl is 
substituted by Q^, a carbon two or three atoms from the 
point of attachment of to said phenyl or said 
heteroaryl is substituted by Q^, a carbon adjacent to the 
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point of attachment of is optionally substituted by R^"', 
another carbon adjacent to the point of attachment of 
is optionally substituted by R^^, a carbon adjacent to 
is optionally substituted by R^^, and another carbon 
adjacent to is optionally substituted by R^^; 

R^"^ and R^® are independently selected from the group 
consisting of hydride, amidino, guanidino, carboxy, 
haloalkylthio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl , alkylsulf onyl , alkanoyl, 
haloalkanoyl , alkyl , halo , haloalkyl , haloalkoxy , 
hydroxyalkyl , aminoalkyl, and cyano; 

R^^ and R^^ are selected from the group consisting of: 

(i) hydride, amidino, guanidino, carboxy, 
haloalkylthio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl, alkylsulf onyl , alkanoyl, 
haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl, aminoalkyl, and cyano; and 

(ii) NR'^^R^^ or and C (NR^^) NR^^R^S with the proviso 
that R^^, R^^, and are not simultaneously hydrido; 

is selected from the group consisting of NR^°R^^, 
hydrido, and C (NR^^) NR^^R^^, with the proviso that no more 
than one of R^° and R^^ is hydroxy at the same time and . 
with the further proviso that no more than one of R" and 
R^^ is hydroxy at the same time; 

R^% R^S R", R^S and R^^ are independently selected 
from the group consisting of hydrido, alkyl, and hydroxy; 

is selected from the group consisting of a bond, 
CH2, and CH2CH2. 

91. The compound of claim 90 or a pharmaceutically 
acceptable salt thereof, wherein; 
M is N or N->0; 

B is selected from the group consisting of 
cyclopropyl , cyclobutyl , oxetan-3 -yl , azetidin- 1-yl , 
azetidin-2 -yl , azetidin-3 -yl , thiaetan-3 -yl , cyclopentyl , 
cyclohexyl, norbornyl, V-oxabicyclo [2 .2 . l]heptan-2-yl/ 
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bicyclo [3.1.0] hexan-6-yl, cycloheptyl, 2-morpholinyl, 3- 
morpholinyl , 4 -morphol inyl , 1 -piperazinyl , 2 -piperazinyl , 
1 -piperidinyl , 2 -piperidinyl , 3 -piperidinyl , 4 - 
piper idinyl , 1 -pyrrol idinyl , 2 -pyrrol idinyl , 3- 
pyrrolidinyl, 2-dioxanyl, 4H-2-pyranyl , 4H-3 -pyranyl , 4H- 
4-pyranyl, 4H-pyran-4-one-2-yl, 4H-pyran-4-one-3-yl, 2- 
tetrahydrofuranyl, 3-tetrahydrofuranyl, 2- 
t et rahydropyranyl , 3 - tetrahydropyranyl , 4 - 
tetrahydropyranyl , 2-tetrahydrothienyl , and 3- 
tetrahydrothienyl, wherein each ring carbon is optionally 
substituted with R^^, ring carbons and a nitrogen adjacent 
to the carbon atom at the point of attachment are 
optionally substituted with or R", a ring carbon or 
nitrogen adjacent to the R^ position and two atoms from 
the point of attachment is optionally substituted with 
R^°, and a ring carbon or nitrogen adjacent to the R" 
position and two atoms from the point of attachment is 
optionally substituted with R^^; 

R^, R^^, and R^^ are independently selected from the 
group consisting of hydrido, amidino, guanidino, carboxy, 
methyl^ ethyl, propyl, isopropyl, methoxy, ethoxy, 
isopropoxy, propoxy, hydroxy, amino, N-me thy 1 amino, N,N- 
dimethyl amino, N-ethylamino, methylthio, ethyl thio, 
isopropylthio, trif luoromethyl, pentaf luoroethyl, 2,2,2- 
trif luoroethyl , 2,2,3,3,3 -pentaf luoropropyl , 
trif luoromethoxy, 1 , 1, 2 , 2-tetraf luoroethoxy, f luoro, 
chloro, bromo, methanesulf onamido, amidosulf onyl, N- 
methylamidosulf onyl , N, N- dimethyl amidosulf onyl , 
hydroxyme t hyl , 1 -hydroxye t hyl , 2 - hydroxye t hyl , 2,2,2- 
trif luoro- 1 -hydroxy ethyl , amidocarbonyl , N- 
methylamidocarbonyl , N, N- dime thy lamidocarbonyl , and 
cyano ; 

R^° and R^^ are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
carboxymethyl , methyl, ethyl, propyl, isopropyl/ methoxy, 
ethoxy, isopropoxy, propoxy, hydroxy, amino. 
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me thoxyamino , e thoxyamino , acetamido , 
trif luoroacetamido, aminomethyl , 1-aminoethyl, 2- 
aminoethyl , N- methyl amino, dimethyl amino, N-ethylamino, 
methanesulf onamido, amidosulf onyl, N-methylamidosulf onyl, 
N, N-dimethylamidosulf onyl , hydroxymethyl , 1 -hydroxyethyl , 
2 -hydroxyethyl , 2,2, 2 -trifluoro- 1 -hydroxyethyl , 
methoxycarbonyl , ethoxycarbonyl , amidocarbonyl , N- 
methylamidocarbonyl , N, N-dimethylamidocarbonyl , N- 
benzylamidocarbonyl , N- (2 -chlorobenzyl) amidocarbonyl , N- 
(3-fluorobenzyl) amidocarbonyl, N- (2- 
trif luoromethylbenzyl) amidocarbonyl , N- (1- 
phenylethyl ) amidocarbonyl , N- { 1 -methyl - 1 - 

phenylethyl) amidocarbonyl , N-benzylamidosulfonyl, N- (2- 
chlorobenzyl) amidosulf onyl , N- ethyl amidocarbonyl , N- 
isopropyl amidocarbonyl , N-propylamidocarbonyl , N- 
isobutylamidocarbonyl , N- (2 -butyl) amidocarbonyl , N- 
cyclobutylamidocarbonyl , N-cyclopentylamidocarbonyl , N- 
cyclohexylamidocarbonyl, fluoro, chloro, bromo, cyano, 
cyclobutoxy, cyclohexoxy, cyclohexylmethoxy, 4- 
trif luoromethycyclohexylmethoxy, cyclopentoxy, benzyl , 
benzyl oxy, 4-bromo-3 -f luorophenoxy, 3-bromobenzyloxy, 4- 
bromobenzyl oxy, 4-bromobenzylamino, 5-bromopyrid-2 - 
ylmethyl amino, 4 -butoxyphenamino, 3 -chlorobenzyl , 4 - 
chl orophenoxy , 4 - chloro - 3 - e t hy Iphenoxy , 4 - chloro - 3 - 
e thy Ibenzyl amino, 4-chloro-3-ethylphenylamino, 3- 
chlorobenzyloxy , 4 - chlorobenzyl oxy , 4 - 
chlorobenzylsulfonyl, 4-chlorophenylamino, 4- 
chlorophenylsulfonyl, 5-chloropyrid-3-yloxy, 2- 
cyanopyrid-3 -yloxy , 2 , 3 -dif luorobenzyloxy, 2,4- 
dif luorobenzyloxy, 3 , 4 -dif luorobenzyloxy, 2,5- 
dif luorobenzyloxy, 3 , 5 -dif luorophenoxy, 3,5- 
dif luorobenzyloxy , 4 -dif luoromethoxybenzyloxy , 2,3- 
dif luorophenoxy , 2 , 4 -dif luorophenoxy , 2,5- 
dif luorophenoxy, 3 , 5-dimethylphenoxy, 3,4- 
dimethylphenoxy , 3 , 4 -dime thy Ibenzyl oxy , 3,5- 
dimethylbenzyloxy, 4-ethoxyphenoxy, 4-ethylbenzyloxy, 3- 
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ethylphenoxy, 4-ethylaminophenoxy, 3 -ethyl --5 - 

methylphenoxy, 4-f luorobenzyloxy, 2-fluoro-3- 

trif luoromethylbenzyloxy , 3 - f luoro- 5 - 

trif luoromethylbenzyloxy , 4 - f luoro -2 - 

t r i f luor ome thylbenzyl oxy , 4 - f luoro - 3 - 

t r i f 1 uo r ome t hy 1 benzyl oxy , 2 - f 1 uo r ophe noxy , 4 - 

f luorophenoxy, 2-f luoro-3-trif luoromethylphenoxy, 2- 

f luorobenzy 1 oxy , 4 - f 1 uorophenyl amino , 2 - f luoro - 4 - 

t r i f luor ome t hy Iphenoxy , 4 - i s opr opy Iben zy 1 oxy , 3 - 

i sop ropy Iphenoxy, 4 - isopropy Iphenoxy , 4 -isopropyl -3 - 

me t hy Iphenoxy , 4 - isopropylbenzyloxy , 3 - isopropy Iphenoxy , 

4~lsopropylphenoxy, 4 -isopropyl -3 -me thy Iphenoxy, 

phenylamino, 1- phenyl ethoxy, 2-phenylethoxy, 2- 

phenylethyl, 2 -phenyl ethyl amino, phenyl sul fonyl , 3- 

trif luoromethoxybenzyloxy, 4-trif luoromethoxybenzyloxy, 

3 - 1 r i f luorome t hoxyphenoxy , 4 - 1 r i f luorome thoxyphenoxy , 3 - 
trif luoromethylbenzyloxy, 4-trif luoromethylbenzyloxy, 

2, 4-bis-trif luoromethylbenzyloxy, 3- 

trif luoromethylbenzyl, 3 , 5-bis-trif luoromethylbenzyloxy, 

4 - 1 ri f luorome thylphenoxy , 3 - tri f luorome thylphenoxy , 3 - 
trif luoromethylthiobenzyloxy, 4- 

trif luoromethylthiobenzyloxy, 2 , 3 , 4-trif luorophenoxy, 
2,3, 5-trif luorophenoxy, 3-pentaf luoroethylphenoxy, 3- 
(l,l,2,2-tetrafluoroethoxy)phenoxy, and 3- 
trif luoromethylthiophenoxy; 

R^^ is selected from the group consisting of hydrido, 
amidino, guanidino, carboxy, methoxy, ethoxy, isopropoxy, 
propoxy, hydroxy, amino, methoxyamino, ethoxyamino, 
acet amido , tri f luoroacetamido , N-methylamino , 
dimethyl amino, N-ethylamino, methyl thio, ethyl thio, 
isopropylthio, trif luoromethyl, pentaf luoroethyl, . 2,2,2- 
trif luoroethyl , 2,2,3,3,3 -pentaf luoropropyl , 
trif luoromethoxy, 1,1,2 , 2-tetraf luoroethoxy, f luoro, 
chloro, bromo, amidosulfonyl , N-methylamidosulfonyl, N,N- 
dimethylamidosulf onyl , hydroxymethyl , 1 -hydroxyethyl , 2 - 
hydroxyethyl , 2,2,2 -trif luoro -l-hydroxyethyl , 



wo 02/42272 



PCT/USOl/43280 



392 

methoxycarbonyl , ethoxycarbonyl , amidocarbonyl , N- 
methylamidocarbonyl , N, N- dimethyl amidocarbonyl , cyano , 
and Q^; 

A is selected from the group consisting of a bond, 
NH, N{CH3), N(OH), CH2, CH3CH, CF3CH, NHC(O), N(CH3)C(0), 
C(0)NH, C(0)N(CH3), CH2CH2, CH2CH2CH2, CH3CHCH2, and 
CF3CHCH2; 

Ja is N or C-X°; 

Jb is N or C-RS- 

and X° are independently selected from the group 
consisting of hydrido, hydroxy, amino, amidino, 
hydroxyamino , aminomethyl , 1 - aminoethyl , methyl amino , 
dimethylamino , cyano , methyl , ethyl , trif luoromethyl , 
pentaf luoroethyl , 2,2,2 -trif luoroethyl , methoxy , 
hydroxymethyl , 1 -hydroxyethyl , 2 -hydroxyethyl , 
met hoxyamino , methyl thio , ethyl thio , tri f luoromethoxy , 
1,1,2,2-tetrafluoroethoxy, fluoro, chloro, and bromo; 

R^ is Z°-Q; 

Z° is selected from the group consisting of a bond, 
CH2, CH2CH2, O, S, NH, N(CH3), OCH2, SCH2, N{H)CH2, and 
N(CH3)CH2; 

Q is selected from the group consisting of phenyl, 
2-thienyl, 3-thienyl, 2-furyl, 3-furyl, 2-pyrrolyl, 3- 
pyrrolyl, 2-imidazolyl, 4-imidazolyl , 3-pyrazolyl, 4- 
pyrazolyl, 2-thiazolyl, 3-isoxazolyl, 5-isoxazolyl, 2- 
pyridyl, 3-pyridyl, 4-pyridyl, 2-pyrazinyl, 2- 
pyrimidinyl , 4 -pyrimidinyl , 5 -pyrimidinyl , 3 -pyridazinyl , 
4-pyridazinyl, and 1, 3, 5-triazin-2-yl, wherein a carbon 
adjacent to the carbon at the point of attachment of said 
phenyl or heteroaryl ring to Z° is optionally siibstituted 
by R^, the other carbon adjacent to the carbon at the 
point of attachment is optionally substituted by R", a 
carbon adjacent to and two atoms from the carbon at the 
point of attachment is optionally substituted by R^^, a 
carbon adjacent to R" and two atoms from the carbon at the 
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point of attachment is optionally substituted by R^^, and 
any carbon adjacent to both and R^^ is optionally 
substituted by R^^; 

Y° is selected from the group consisting of: 
l-Q''-4-Q"-2-R''-3-R''-5-R"-6-R'^benzene, 2-Q^-5-Q^-6-R'^ 

4- R''-3-R''pyridine, 3-Q^-6~Q"-2-R^^-5-R^^-4-R^^pyridine, 

5- Q°-3~R'^-6-R^®pyrazine, 3-Q^-6-Q^-2-R^'-5-R^'-4- 
R^^pyridazine; 2-Q^-5-Q^-4-R^'-6-R^^pyrimidine, 5-Q^-2-Q'-4- 
Ri6„6-Ri9pyrimidine, 3-Q^-5-Q'-4-R^^-2~R^^thiophene, 2-0*^-5- 
QS.3.Ri6„4.Ri7thiophene, 3-Q^-5-Q"-4-R"-2-R^^furan, 2~Q*'"5-Q' 
3-R'^-4-R^''furan, 3-Q^-5-Q^-4-R^^-2-R'^pyrrole, 2-Q^-5-Q^-3- 
R^^-4-R^^pyrrole, 4-Q^-2-Q^-5-R^^imidazole, 2-Q^-4-Q"-5- 
R^'imidazole, 3-Q^-5-Q^-4-R'^isoxazole, 5-Q^~3-Q^-4- 
R^^isoxazole, 2 -Q^"5-Q'-4-R'^pyrazole, 4-Q^-2-Q^-5- 
R^^thiazole, and 2-Q^-5-Q^-4-R^''thiazole; 

R^"^ and R^^ are independently selected from the group 
consisting of hydrido, methyl, ethyl, isopropyl, propyl, 
carboxy, amidino, guanidino, methoxy, ethoxy, isopropoxy, 
propoxy, hydroxy, amino, aminomethyl, 1-aminoethyl, 2- 
aminoethyl , N- methyl amino, dimethyl amino, N-ethylamino, 
methylthio, ethylthio, isopropylthio, 
t r i f luorome thyl thio , methyl sul f inyl , ethyl sul f inyl , 
methyl sulfonyl , ethylsulf onyl , trif luoromethyl , 
pentaf luoroethyl , 2,2, 2 - trif luoroethyl , 2,2,3,3,3- 
pentaf luoropropyl , trif luoromethoxy , 1,1,2,2- 
tetrafluoroethoxy, fluoro, chloro, bromo, hydroxymethyl , 
1-hydroxyethyl, 2-hydroxyethyl , and cyano; 

R^^ and R^^ are selected from the group consisting of 
(i) hydrido, methyl, ethyl, isopropyl, propyl, 
carboxy, amidino, guanidino, methoxy, ethoxy, isopropoxy 
propoxy, hydro^fy, amino, aminomethyl, 1-aminoethyl, 2- 
aminoethyl, N-methylamino, dimethyl amino, N-ethylamino, 
methylthio , ethylthio , i sopropylthio , 
trif luoromethylthio, me thyl sul f inyl, ethylsulf inyl , 
methyl sulfonyl , ethylsulf onyl , trif luoromethyl , 
pentaf luoroethyl , 2, 2, 2 -trif luoroethyl, 2,2,3,3,3- 
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pentaf luoropropyl , trif luoromethoxy, 1,1,2,2- 
tetrafluoroethoxy, fluoro, chloro, bromo, hydroxymethyl , 
1-hydroxyethyl, 2-hydroxyethyl , and cyano; and 

(ii) C(NR")NR"R='* with the proviso that R", R", and 
are not simultaneously hydrido; 

is C(NR^^)NR"R^* or hydrido, with the proviso that 
no more than one of R^^ and R^* is hydroxy at the same 
time; 

r", R^\ and R" are independently selected from the 
group consisting of hydrido, methyl, ethyl, and hydroxy; 

Q° is selected from the group consisting of a bond, 
CHa and CHjCHa. 

92. The compound of claim 91 or a pharmaceutically 
acceptable salt thereof, wherein; 
M is N-^0; 

B is selected from the group consisting of 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 
cycloheptyl, oxalan-2-yl, 2- (2R) -bicyclo [2.2.1] -heptyl, 

1 - pyrrol idinyl, 1-piperidinyl, oxetan-3-yl,. azetidin-1- 
yl, azetidin-2-yl, azetidin-3-yl, 7- 

oxabicyclo [2.2.1] heptan-2 -yl , bicyclo [3.1.0] hexan-6-yl , 

2- morpholinyl, 3-morpholinyl, 4-morpholinyl , 1- 
piperazinyl, 2-piperazinyl, 1-piperidinyl, 2 -piperidinyl , 

3- piperidinyl, 4 -piperidinyl, 1 -pyrrol idinyl , 2- 
pyrrolidinyl , 3-pyrrolidinyl, 2-dioxanyl,. 4H-2-pyranyl, 
4H-3-pyranyl, 4H-4-pyranyl, 4H-pyran-4-one-2-yl, 4H- 
pyran-4-one-3-yl, 2-tetrahydrofuranyl , 3- 
tetrahydrof uranyl , 2-tetrahydropyranyl, 3- 
tetrahydropyranyl , 4-tetrahydropyranyl, 2- 
tetrahydrothienyl , and 3-tetrahydrothienyl; 

A is selected from the group consisting of a bond, 
CI^, NHC(O), CH2CH2, and CHaCHaCHj; 
Ja is N or C-X°; 
Jb is N or C-rS* 

R^ and X° are independently selected from the group 
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consisting of hydrido, hydroxy, amino, amidino, 
hydroxyamino , aminomethyl , methyl amino , cyano , methyl , 
trif luoromethyl, methoxy, hydroxymethyl , methoxyamino, 
methyl thio, trif luoromethoxy, fluoro, and chloro; 
is Z°~Q; 

Z° is selected from the group consisting of a bond, 
CH2, O, S, NH, N(CH3), OCH2, and SCH2; 

Q is selected from the group consisting of 3- 
amidoca^:bonyl-5-aminophenyl, 3 -amino- 5- (N- 
benzylamidocarbonyl) phenyl , 3 -amino- 5-benzylphenyl , 3 - 
amino-5- ( 2 -phenylethyl) phenyl, 3-amino-5- 
benzyl aminophenyl , 3 -amino-5- (2 -phenylethylamino) phenyl , 
3 -amino- 5 -benzyl oxyphenyl, 3 -amino- 5- (2- 
phenylethoxy) phenyl , 3 -amino- 5- (N- (2- 
chlorobenzyl) ami docarbonyl) phenyl, 3 -amino-5 - (N- (3- 
f luorobenzyl) amidocarbonyl) phenyl, 3-amino-5- (N- (2- 
t r i f luorome t hy Ibenzy 1 ) amidocarbonyl ) phenyl , 3 - amino - 5 - (N- 
(1 -phenyl ethyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- (l- 
methyl-l-phenylethyl) amidocarbonyl) phenyl , 3 -amino-5- (N- 
benzylamidosulfonyl) phenyl, 3 -amino- 5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl, 3 -amino-5 - (N- 
ethylamidocarbonyl) phenyl, 3 -amino-5 - (N- 
isopropyl ami docarbonyl) phenyl, 3 -amino-5 - (N- 
propylami docarbonyl) phenyl , 3 - amino-5 - (N- 
isobutyl amidocarbonyl) phenyl, 3 -amino-5- (N- (2- 
butyl ) amidocarbonyl ) phenyl , 3 - amino-5 - (N- 
cyclobutylami docarbonyl ) phenyl , 3 -amino-5 - (N- 
cyclopentylamidocarbonyl ) phenyl , 3-amino- 5 - (N- 
cyclohexylami docarbonyl ) phenyl , 5 - amino- 2 - f luorophenyl , 
3 - amino - 5 -hydroxymethylphenyl , 5 - amino- 3 - 
methoxycarbonylphenyl , 3 -amidinophenyl , 3 -amino-2 - 
methylphenyl , 5 - amino-2 -methyl thiophenyl , 3 - aminophenyl , 
3 -amino-5 - (4-trif luoromethylbenzylamino) phenyl , 3 -amino- 
5- (4-trifluoromethylbenzyloxy) phenyl, 3-carboxyphenyl, 3- 
carboxy- 5 -hydroxyphenyl , 3 - amino - 5 - carboxyphenyl , 3 - 
chlorophenyl , 2 - chlorophenyl , 3 - cyanophenyl , 3,5- 
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diaminophenyl , 3 - dimethyl aminophenyl , 2 - f luorophenyl , 3 - 
f luorophenyl , 2 -hydroxyphenyl , 3 -hydroxyphenyl , 3 - 
methanesulfonyl aminophenyl , 2-methoxyphenyl, 3- 
methoxyphenyl , 3 -methoxyaminophenyl , 3 - 
methoxycarbonylphenyl , 2 -methylaminophenyl , 3 - 
methyl aminophenyl , 2 -methylphenyl , 3 -methylphenyl , 4 - 
methyl phenyl , phenyl, 3-trif luoroacetamidophenyl , 3- 
trif luoromethylphenyl , 2-trif luoromethylphenyl , 5-amino- 
2-thienyl, 5-amino-3 -thienyl , 3-bromo-2-thienyl, 3- 
pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 

is selected from the group consisting of: 
l-Q^-4-Q^-2-R^^-3-R^''-5-R"-6-R^^benzene, 2-Q^-5-Q^-6-R'' 

4- R^®-3-R''pyridine, 3-Q''-6-Q^>2-R''-5-R''-4-R'^pyridine, 3-Q^- 

5- Q^-4-R'^"2-R'^thiophene, and 2-Q^-5-Q^~3-R^^-4~R'''thiophene 

R^^ and R^^ are selected from the group consisting of 

(i) hydride, amidino, amino, aminomethyl, methoxy, 
methylamino, hydroxy, hydroxymethyl , fluoro, chloro, and 
cyano ; 

(ii) C(NR^^)NR"R^* with the proviso that R^% R^% and 
are not simultaneously hydrido; 

R^"' and r" are independently selected from the group 
consisting of hydrido, fluoro, chloro, hydroxy, 
hydroxymethyl, amino, carboxy, and cyano; 
is C(NR^^)lSrR2^R^^ or hydrido; 
R", R^^, and R^^ are independently hydrido or methyl; 
is CHj. 

93. The compound of claim 90 having the structure: 
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or a pharmaceutically acceptable salt thereof, wherein; 

B is a C3-C7 cycloalkyl or a C4-C6 saturated 
heterocyclyl, wherein each ring carbon is optionally 
substituted with R^^, a ring carbon other than the ring 
5 carbon at the point of attachment of B to A is optionally 

substituted with oxo provided that no more than one ring 
carbon is substituted by oxo at the same time, ring 
carbons and a nitrogen adjacent to the carbon atom at the 
point of attachment are optionally substituted with or 

10 R", a ring carbon or nitrogen adjacent to the R^ position 

and two atoms from the point of attachment is optionally 
substituted with R^°, a ring carbon or nitrogen adjacent 
to the R" position and two atoms from the point of 
attachment is optionally substituted with R^^, a ring 

15 carbon or nitrogen three atoms from the point of 

attachment and adjacent to the R" position is optionally 
substituted with R^^, a ring carbon or nitrogen three 
atoms from the point of attachment and adjacent to the R^^ 
position is optionally substituted with R", and a ring' 

20 carbon or nitrogen four atoms from the point of 

attachment and adjacent to the R^^ and R" positions is 
optionally substituted with R^*; 

R^, R", and R" are independently selected from the 
group consisting of hydride, hydroxy, amino, amidino, 

25 guanidino, alkylamino, alkylthio, alkoxy, alkylsulf inyl. 
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alkylaulfonyl, amidosulfonyl, alkyl, halo, haloalkyl, 
haloalkoxy, hydroxyalkyl , carboxy, carboxamido , and 
cyano; 

and R^^ are independently selected from the group 
consisting of hydrido, acetamido, haloacetamido, 
amidino, guanidino, alkyl, alkoxy, alkoxyamino, hydroxy, 
amino, alkylamino, alkylsulfonamido, amidosulf onyl , 
hydroxyalkyl , aminoalkyl , halo , haloalkyl , carboalkoxy , 
carboxy, carboxamido, carboxyalkyl , and cyano; 

R^* is independently selected from the group 
consisting of hydride, acetamido, haloacetamido, amidino, 
guanidino, alkoxy, hydroxy, amino, alkoxyamino, 
alkylamino, alkylthio, amidosulfonyl, alkyl, halo, 
haloalkyl, haloalkoxy, hydroxyalkyl, carboalkoxy, 
carboxy, carboxamido, and cyano; 

R^^ is selected from the group consisting of hydrido, 
acetamido, haloacetamido, amidino, guanidino, alkoxy, 
hydroxy, amino, alkoxyamino, alkylamino, alkylthio, 
amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl, carboalkoxy, carboxy, carboxamido, cyano 
and Q^• 

A is a bond or (CH (R^^) )pa- (W"^) wherein rr is 0 or 1, 
pa is an integer selected from 0 through 3, and W'' is 
NCR"'); 

R'^ is hydrido or alkyl; 

R^^ is selected from the group consisting of hydrido, 
halo, alkyl, and haloalkyl; 

. Ri and are independently selected from the group 
consisting of hydrido, hydroxy, hydroxyamino, amidino, 
amino, cyano, hydroxyalkyl, alkoxy, alkyl, alkylamino, 
aminoalkyl, alkylthio, alkoxyamino, haloalkyl, 
haloalkoxy, and halo; 

R2 is Z°-Q; 

Z° is a bond; 

Q is phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a carbon adjacent to the carbon at the point of 
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attachment of said phenyl or heteroaryl ring to Z° is 
optionally substituted by R^, the other carbon adjacent to 
the carbon at the point of attachment is optionally 
substituted by R^^, a carbon adjacent, to R^ and two atoms 
5 from the carbon at the point of attachment is optionally 

substituted by R^°, a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R^° and 
R^^ is optionally substituted by R^^; 

10 is phenyl or a heteroaryl of 5 or 6 ring members, 

wherein one carbon of said phenyl or said heteroaryl is 
substituted by Q^, a carbon two or three atoms from the 
point of attachment of Q° to said phenyl or said 
heteroaryl is substituted by Q^, a carbon adjacent to the 

15 point of attachment of is optionally substituted by R^'', 

another carbon adjacent to the point of attachment of 
is optionally substituted by R", a carbon adjacent to 
is optionally substituted by R^^, and another carbon 
adjacent to is optionally substituted by R^^; 

20 R^'' and R^° are independently selected from the group 

consisting of hydrido, amidino, guanidino, carboxy, 
haloalkylthio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl , alkylsulf onyl, alkanoyl, 
haloalkanoyl , alkyl , halo , haloalkyl , haloalkoxy , 

25 hydroxyalkyl , aminoalkyl, and cyano; 

R^^ and R^^ are selected from the group consisting of : 

(i) hydrido, amidino, guanidino, carboxy, 
haloalkyl thio, alkoxy, hydroxy, amino, alkylamino, 
alkylthio, alkylsulf inyl, alkylsulf onyl , alkanoyl, 

30 haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, 

hydroxyalkyl, aminoalkyl, and cyano ; and 

(ii) NR^°r2^ or C(NR^^)NR"R^\ with the proviso that 
R^^, R^^, and are not simultaneously hydrido; 

is selected from the group consisting of NR^^R^^, 
35 hydrido, and C (NR^^) NR"r'\- 

R^% R^S R", R""*, and R^^ are independently hydrido or 
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alkyl ; 

is CH2. 

94. The compound of claim 93 or a pharmaceutical ly 
acceptable salt thereof, wherein; 

B is selected from the group consisting of 
cyclopropyl , cyclobutyl , cyclopentyl , cyclohexyl / 
cycloheptyl, oxalan-2-yl, 2- (2R) -bicycle [2 . 2 . 1] -heptyl, 
oxetan-3 -yl , azetidin-l-yl , azetidin-2 -yl , azetidin-3 -yl , 
bicyclo [3.1.0] hexan-6-yl, 2-morpholinyl, 3-morpholinyl , 
4-morpholinyl, 1-piperazinyl , 2-piperazinyl, 1- 
piperidinyl , 2 -piperidinyl , 3 -piperidinyl , 4 -piperidinyl , 
1 -pyrrol idinyl, 2 -pyrrol idinyl , 3- pyrrol idinyl, 2- 
dioxanyl , 2 - tetrahydrof uranyl , 3 - tetrahydrof uranyl , 2 - 
tetrahydropyranyl , 3 - tetrahydropyranyl , 4 - 
tetrahydropyranyl, 2-tetrahydrothienyl, and 3- 
tetrahydrothienyl, wherein each ring carbon is optionally 
substituted with R", ring carbons and a nitrogen adjacent 
to the carbon atom at the point of attachment are 
optionally sxabstituted with or R", a ring carbon or 
nitrogen adjacent to the R^ position and two atoms from 
the point of attachment are optionally substituted with 
R^°, and a ring carbon or nitrogen atom adjacent to the R" 
position and two atoms from the point of attachment is 
optionally substituted with R^^;R^, R", and R" are 
independently selected from the group consisting of 
hydrido, methyl, ethyl, methoxy, ethoxy, hydroxy, amino, 
N-methylamino, N,N-dimethylamino, methyl thio, 
trif luoromethyl , pentaf luoroethyl , 2,2 , 2- trif luoroethyl , 
fluoro, chloro, bromo, amidosulf onyl , N- 
methylamidosulf onyl , N,N-dimethylamidosulf onyl , 
hydroxymethyl , 1-hydroxyethyl, amidocarbonyl , N- 
methylamidocarbonyl, carboxy, and cyano; 

R^° and R" are independently selected from the group 
consisting of hydrido, amidino, amidocarbonyl, N- 
methylamidocarbonyl, N-benzylamidocarbonyl , N- (2- 
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chlorobenzyl) amidocarbonyl/ N- (3- 

f luorobenzyl ) amidocarbonyl , N- ( 2 - 

trif luoromethylbenzyl) amidocarbonyl, N- (1- 

phenylethyl ) amidocarbonyl , N- ( 1 -methyl - 1 - 

phenylethyl) amidocarbonyl , N-benzylamidosulf onyl , N- (2- 
chlorobenzyl) amidosulfonyl, N-ethylamidocarbonyl, N- 
isopropylamidocarbonyl, N-propylamidocarbonyl, N- 
isobutyl amidocarbonyl/ N- (2 -butyl) amidocarbonyl , N- 
cyclobutylamidocarbonyl, N-cyclopentylamidocarbonyl , N- 
cyclohexylamidocarbonyl , guanidino , methyl , ethyl , 
methoxy, ethoxy, hydroxy, hydroxymethyl , 1-hydroxyethyl, 
2 -hydroxyethyl , carboxy , carboxymethyl , amino , acetamido , 
trif luoromethyl , pentaf luoroethyl , 2,2, 2 - trif luoroethyl , 
trif luoroacetamido, aminomethyl , N-methylamino, 
dimethylamino , methoxyamino , amidosul f onyl , 
methylamidosulf onyl , N, N-dimethylamidosulf onyl , 
methanesulfonamido, methoxycarbonyl, fluoro, chloro, 
biromo, and cyano; 

R^^ is selected from the group consisting of hydrido, 
amidino, guanidino, methyl, ethyl, methoxy, ethoxy, 
hydroxy, carboxy, amino, N- methyl amino, dimethylamino, 
methoxyamino, methylthio, ethyl thio, trif luoromethyl, 
pentaf luoroethyl, 2, 2 , 2-trif luoroethyl, fluoro, chloro, 
bromo, amidosulf onyl , N-methylamidosulf onyl , 
hydroxymethyl , amidocarbonyl, cyano, and Q^; 

A is selected from the group consisting of a bond, 
NH, N(CH3), CH2, CH3CH, CH2CH2, and CH2CH2CH2; . 

X° is selected from the group consisting of hydrido, 
hydroxy, amino, amidino, aminomethyl, cyano, methyl, 
trif luoromethyl, hydroxymethyl, chloro, and fluoro; 

is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl, amino, aminomethyl, methylamino, 
cyano, methyl, trif luoromethyl , methoxy, methylthio, 
trifluoromethoxy, fluoro, and chloro; 

R^ is selected from the group consisting of phenyl, 
2-thienyl, 2-furyl/ 2-pyrrolyl, 2-imidazolyl/ 2- 
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thiazolyl, 3-isoxazolyl , 2-pyridyl, and 3-pyridyl, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to the 
pyridine ring is optionally substituted by R^, the other 
carbon adjacent to the carbon at the point of attachment 
is optionally substituted by R", a carbon adjacent to R^ 
and two atoms from the carbon at the point of attachment 
is optionally substituted by R^°, a carbon adjacent to R" 
and two atoms from the carbon at the point of attachment 
is optionally substituted by R^^, and any carbon adjacent 
to both R^° and R^^ is optionally substituted by R^^; . 
Y° is selected from the group consisting of: 
l-Q^-4-Q^-2-R^^-3-R^^-5-R^^-6-R^'benzene, 2-Q^-5-Q^~6-R^*'- 

4- R"-3-R^^pyridine, 2--Q^-5-Q^-3-R^^"4-R^'^thiophene, 3-Q^-6- 
QS-2-R^^-5-R^®-4--R^^pyridine, 3-Q^-5-Q^-4-R^^-2-R^^thiophene, 
3-Q^-5-Q°-4-R^^-2-R^^furan, 2-Q*'-5-Q^-3-R^^-4-R^^furan, 3-Q^-5 
QB-4-Ri6„2-R^^pyrrole, 2-Q*^-5-Q^-3-R^^-4-R^^pyrrole, 4-Q^-2-Q^ 

5- R^^thiazole, and 2-Q^-5-Q°-4-R^''thiazole; 

R^^, R^"^, R^\ and R^^ are independently selected from 
the group consisting of hydrido, methyl, ethyl, amidino, 
guanidino, methoxy, hydroxy, amino, aminomethyl, 1- 
aminoethyl , 2 -aminoethyl , N-methylamino, dimethylamino, 
methyl thio, ethylthio, trif luoromethylthio, 
methylsulf inyl , methylsulf onyl , trif luoromethyl , 
pentaf luoroethyl , 2,2,2 - trif luoroethyl , trif luoromethoxy , 
fluoro, chloro, hydroxymethyl , carboxy, and cyano; 

is NR2°R'' or C(NR^^)NR'^R2S- 
R'^^, R^S R", R^^', and R^^ are independently selected 
from the group consisting of hydrido, methyl, and ethyl; 

is CHa, 

95. The compound of claim 94 or a pharmaceutically 
acceptable salt thereof, wherein; 

B is selected from the group consisting of 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl/ oxalan- 
2-yl, 2- (2R) -bicyclo [2.2.1] -heptyl, oxetan-S-yl/ 
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azetidin-l-yl, azetidin-2-yl, azetidin-3-yl, 1- 
pyrrolidinyl and 1-piperidinyl; 

A is selected from the group consisting of a bond, 
CHj, CH2CH2 and CH2CH2CH2; 

X° is selected from the group consisting of hydride, 
hydroxy, amino, amidino, aminomethyl, cyano, methyl, 
trif luoromethyl, hydroxymethyl , and fluoro; 

is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl, amino, aminomethyl, cyano, 
methyl, trif luoromethyl , and fluoro; 

is selected from the group consisting of 3- 
amidocarbonyl - 5 - aminophenyl , 3 - amidocarbonyl - 5 - 
aminophenyl , 3 -amino- 5 - (N-benzylamidocarbonyl ) phenyl , 3 
amino- 5- (N- (2-chlorobenzyl) amidocarbonyl ) phenyl , 3 -amino 
5- (N- (3 -fluorobenzyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- 
( 2 - t r if luoromethylbenzyl ) amidocarbonyl ) phenyl , 3 - amino - 5 
{N- (1-phenylethyl) amidocarbonyl) phenyl, 3-amino-5- (N- {1- 
methyl-l-phenylethyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- 
benzylamidosulf onyl) phenyl , 3 -amino- 5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl, 3 -amino- 5- (N- 
ethyl amidocarbonyl ) phenyl , 3 -amino- 5 - (N- 
isopropylamidocarbonyl ) phenyl , 3 -amino-5 - (N- 
propylamidocarbonyl) phenyl, 3-amino-5- (N- 
isobutylamidocarbonyl) phenyl, 3 -amino-5- (N- (2- 
butyl ) amidocarbonyl ) phenyl , 3 -amino- 5 - (N- 
cyclobutylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
cyclopentylamidocarbonyl) phenyl, 3-amino-5- (N- 
cyclohexylamidocarbonyl ) phenyl , 5 - amino- 2 - f luorophenyl , 
3 - amino - 5 - hydroxyme thy Ipheny 1 , 5 - amino - 3 - 
methoxycarbonylphenyl , 3 -amidinophenyl , 3 -amino-2 - 
methylphenyl , 5 -amino-2 -methylthiophenyl , 3 -aminophenyl , 
3 - carboxyphenyl , 3 - carboxy- 5 - aminophenyl , 3 - carboxy- 5 - 
hydroxypheny 1 , 3 - carboxyme t hyl - 5 - aminophenyl , 3 - 
carboxyme thyl - 5 - hydroxyphenyl , 3 - carboxyme thyl phenyl , 3 - 
chlorophenyl , 2 - chlorophenyl , 3 - cyanophenyl , 3,5- 
diaminophenyl , 3 -dimethylaminophenyl , 2 - f luorophenyl , 3 - 
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f luorophenyl , 2 , 5 -dif luorophenyl , 2 -hydroxyphenyl , 3 - 
hydroxyphenyl , 3 -methanesulf onylaminophenyl , 2 - 
methoxyphenyl , 3 -methoxyphenyl , 3 -methoxyaminophenyl , 3 - 
methoxycarbonylphenyl , 2 -methyl ami nophenyl / 3 - 
5 methylaminophenyl, 2-methylphenyl, 3-methylphenyl , 4- 

methylphenyl , phenyl, 3 -trif luoroacetamidophenyl, 3- 
trif luoromethylphenyl , 2-trif luoromethylphenyl , 5 -amino 
2-thienyl, 5-amino-3-thienyl, 3-bromo-2-thienyl, 3- 
pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 
10 is selected from the group consisting of: 

l-Q^~4-Q^-2-R^^-3-R^^-5-R^®-6-R^^benzene, 2-Q^-5-Q^-6-R^^- 

4- R^®-3-R^^pyridine, 3-Q^-6-Q°-2-R^^-5-R^^-4-R^^pyridine, 3-Q^- 

5- Q^-4-R'^-2"R'^thiophene, and 2-Q^-5-Q°-3-R'^-4-R^'thiophene; 

R^^ and R^^ are independently selected from the group 
15 consisting of hydrido, amidino, amino, aminomethyl, 

methoxy, methylamino, hydroxy, hydroxymethyl , fluoro, 
chlorO/ and cyano; 

R^' and R^® are independently selected from the group 
consisting of hydrido, fluoro, chloro, hydroxy, 
20 hydroxymethyl , amino, carboxy, and cyano; 

Q** is C{NR^^)NR^^R^\- 

R^^, R^^, and R^^ are independently hydrido or methyl; 
is CH2. 

96. The compound of claim 95 or a pharmaceutically 
25 acceptable salt thereof, wherein; 

B is selected from the group consisting of 
cyclopropyl , cyclobutyl , cyclopentyl , cyclohexyl , oxalan- 
2-yl, 2- (2R) -bicyclo[2.2.1] -heptyl, oxetan-3-yl, 
azetidin-l-yl, a2etidin-2-yl, a25etidin-3-yl, and 1- 
3 0 piperidinyl ; 

A is selected from the group consisting of a bond, 
CH2, CH2CH2 and CH2CH2CH2; 

X° is selected from the group consisting of hydrido, 
hydroxy, amino, amidino, aminomethyl, cyano, methyl, 
35 trif luoromethyl, hydroxymethyl, and fluoro; 
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is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl , amino, aminomethyl/ cyano, 
methyl, trif luoromethyl, and fluoro; 

is selected from the group consisting of 3- 
amidocarbonyl-5-aminophenyl, 3 -amino- 5- (N- 
benzylamidocarbonyl) phenyl, 3-amino-5- (N- (2- 
chlorobenzyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- (3- 
f luorobenzyl) amidocarbonyl ) phenyl , 3 -amino- 5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- 
(1-phenylethyl) amidocarbonyl) phenyl , 3 -amino- 5- (N- (1- 
methyl-1 -phenyl ethyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- 
benzylamidosulfonyl) phenyl , 3-amino-5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl , 3 -amino- 5- (N- 
ethylamidocarbonyl) phenyl, 3-amino-5- (N- 
isopropyl amidocarbonyl) phenyl , 3 -amino- 5- (N- 
propylamidocarbonyl ) phenyl , 3 -amino- 5 - (N- 
isobutylamidocarbonyl) phenyl, 3'-amino-5- (N- (2- 
butyl ) amidocarbonyl ) phenyl , 3 -amino- 5- (N- 
cyclobutyl amidocarbonyl) phenyl, 3-amino-5- (N- 
cyclopentylamidocarbonyl) phenyl, 3-amino-5- (N- 
cyclohexylamidocarbonyl) phenyl , 3-aminophenyl , 3 -carboxy- 
5-aminophenyl, 3-chlorophenyl , 3 , 5-diaminophenyl, 3- 
dimethylaminophenyl , 3 -hydroxyphenyl , 3 - 
methanesulf onylaminophenyl , 3 -methylaminophenyl , 2 - 
methylphenyl , 3 -methylphenyl , phenyl, 3- 
trif luoroacetamidophenyl, 3-bromo-2-thienyl, 2-thienyl, 
and 3-thienyl; 

Y° is selected from the group consisting of 5- 
amidino-2 - thienylmethyl , 4 -amidinobenzyl , 2 rf luoro-4 - 
amidinobenzyl , and 3-f luoro-4-amdinobenzyl . 

97. The compound of claim 90 wherein the compound 
is selected from the group consisting of: 
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or a pharmaceutical ly acceptable salt thereof, wherein; 

is 3-aminophenyl, B is cyclopropyl, A is a bond, 
y° is 4-amidinobenzyl, and is chloro; 

R^ is 3-amirlophenyl, B is cyclobutyl, A is a bond, Y 
is 4-amidino-2-fluorobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl> B is cyclobutyl, A is a bond, Y 
is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is cyclopropyl, A is a bond, 
Y° is 4-amidino-2-f luorobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is cyclobutyl, A is a bond, Y 
is 4-amidinobenzyl, and R^ is hydrido; 

R^ is 3-aminophenyl, B is cyclobutyl, A is a bond, Y 
is 4-amidino-3-fluorobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is cyclopentyl, A is a bond, 
Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 5-amino-2-thienyl, B is cyclobutyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is cyclopropyl, A is CH2, Y° i 
4-amidinobenzyl, and is chloro; 

R^ is 3-aminophenyl, B is 2- (2R) -bicyclo [2 . 2 . 1] - 
heptyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 
chloro; 

R^ is 3-aminophenyl, B is cyclopentyl, A is a bond, 
Y° is 4-amidino-2-f luorobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is cyclohexyl, A is CH2CH2, Y*^ 
is 4-amidinobenzyl, and R^ is hydrido; 
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is 3-aininophenyl, B is oxalan-2-yl, A is CHj, Y° is 
4-amidinobenzyl, and is chloro; 

R^ is 3-aminophenyl, B is 1-piperidinyl, A is CH2CH2, 
Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-aminophenyl, B is 1 -pyrrol idinyl , A is 
CH2CH2CH2, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5-carbomethoxyphenyl, B is cyclobutyl, 
A is a bond, Y° is 4-amidinobenzyl, and R^ is hydride; 

R^ is 3-amino-5-carboxyphenyl, B is cyclobutyl, A is 
a bond, Y° is 4-amidinobenzyl, and R^ is hydrido; 

R^ is 3,5-diaminophenyl, B is cyclobutyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is hydrido; 

R^ is 2-amino-6-carboxy-4-pyridyl, B is cyclobutyl, A 
is a bond, Y° is 4-amidinobenzyl, and R'^ is hydrido; 

R^ is 3-amino-5-carbomethoxyphenyl, B is cyclobutyl, 
A is a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5-carboxyphenyl, B is cyclobutyl, A is 
a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3,5-diaminophenyl, B is cyclopropyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3,5-diaminophenyl, B is cyclobutyl, A is a 
bond, Y° is 4-amidino-2-f luorobenzyl, and R^ is chloro; 

R^ is 3,5-diaminophenyl, B is cyclopropyl, A is a 
bond, Y° is 4 -amidino-2-f luorobenzyl, and R^ is chloro; 

R^ is 3,5-diaminophenyl, B is cyclobutyl, A is a 
bond, Y" is 4-amidinobenzyl, and R^ is hydrido; 

R^ is 3,5-diaminophenyl, B is cyclobutyl, A is a 
bond, Y° is 4 -amidino-3-f luorobenzyl , and R^ is chloro; 

R^ is 3,5-diaminophenyl, B is cyclopentyl, A is a 
bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-carboxy-5-aminophenyl, B is cyclopropyl, A is 
a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-carboxy-5-aminophenyl, B is cyclobutyl, A is 
a bond, Y° is 4 -amidino-2-f luorobenzyl, and R^ is chloro; 

R^ is 3-carboxy-5-aminophenyl, B is cyclopropyl, A is 
a bond, Y° is 4 -amidino-2-f luorobenzyl, and R^ is chloro; 
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is 3-carboxy-5-aminophenyl, B is cyclobutyl, A is 
a bond, Y° is 4-amidinobenzyl, and is hydrido; 

r2 is 3-carboxy-5-aminophenyl, B is cyclobutyl, A is 
a bond, Y° is 4-atnidino-3-f luorobenzyl, and is chloro; 
5 R^ is 3-carboxy-5-aminophenyl, B is cyclopentyl, A is 

a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3 -amino- 5 - (N-benzylatnidocarbonyl) phenyl, B is 
cyclopropyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 
chloro; 

10 R^ is 3-amino-5- (N-benzylamidocarbonyl) phenyl, B is 

cyclobutyl, A is a bond, Y° is 4 -amidino-2-f luorobenzyl, 

and R^ is chloro; 

R^ is 3 -amino- 5- (N-benzylamidocarbonyl) phenyl, B is 
cyclobutyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 

15 chloro; 

R^ is 3-amino-5- (N-benzylamidocarbonyl) phenyl, B is 
cyclopropyl, A is a bond, Y° is 4 -amidino-2-f luorobenzyl, 

and R^ is chloro; 

R^ is 3-amino-5- (N-benzylamidocarbonyl) phenyl, B is 

20 cyclobutyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 

hydrido ; 

R^ is 3-amino-5- (N-benzylamidocarbonyl) phenyl, B is 
cyclobutyl, A is a bond, Y°-is 4-amidino-3-f luorobenzyl, 
and R'^ is chloro; 
25 r2 is 3 -amino- 5 -(N-benzylamidocarbonyl) phenyl, B is 

cyclopentyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 
chloro ; 

R^ is 3 -amino- 5- (N- (2- 
chlorobenzyDamidosulfonyl) phenyl, B is cyclopropyl, A is 
30 a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

r2 is 3-amino-5- (N- (2- 
chlorobenzyl) ami dosulfonyl) phenyl, B is cyclobutyl, A is 
a bond, Y° is 4-amidino-2-f luorobenzyl, and is chloro; 
R^ is 3-amino-5- (N- (2- 
.35 chlorobenzyl) amidosulfonyl) phenyl, B is cyclobutyl, A is 

a bond, Y°, is 4-amidinobenzyl, and R^ is chloro; . 
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is 3-amino-5- (N- (2- 
chlorobenzyl) ami dosulfonyl) phenyl, B is cyclopropyl, A is 
a bond, Y° is 4-amidino-2-f luorobenzyl, and is chloro; 

R^ is 3-aTnino-5- (N- (2- 
chlorobenzyl) amidosulfonyDphenyl, B is cyclobutyl, A is 
a bond, Y° is 4-amidinobenzyl,. and R^ is hydrido; 

R^ is 3-aTnino-5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl , B is cyclobutyl, A is 
a bond, Y° is 4-amidino-3-f luorobenzyl, and R^ is chloro ; 

R^ is 3-amino-5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl, B is cyclopentyl, A is 
a bond, Y° is 4-amidinobenzyl, and R^ is chloro; 

R^ is 3-amino-5- (N- (2- 
trifluoromethylbenzyl) ami docarbonyl) -phenyl, B is 
cyclopropyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 
chloro; 

R^ is 3-amino-5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyl ) -phenyl , B is 
cyclobutyl, A is a bond, Y° is 4-amidino-2-f luorobenzyl, 
and R^ is chloro; 

R^ is 3-amino-5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyl) -phenyl, B is 
cyclobutyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 
chloro ; 

R^ is 3-amino-5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyl) -phenyl, B is 
cyclopropyl, A is a bond, Y° is 4 -amidino-2-f luorobenzyl, 
and R^ is chloro; 

R^ is 3-amino-5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyl) -phenyl, B is 
cyclobutyl, A is a bond, Y° is 4-amidinobenzyl, and R^ is 
hydrido; 

R^ is 3-amino-5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyl) -phenyl , B is 
cyclobutyl, A is a bond, Y° is 4 -amidino-3-f luorobenzyl, 
and R^ is chloro; 
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is 3-amino-5- (N- (2- 
trifluoromethylbenzyl) amidocarbonyl) -phenyl, B is 
cyclopentyl, A is a bond, Y° is 4-amidinobenzyl, and is 
chloro . 




98. The compound of claim 67 having the structure: 
H 

or a pharmaceutical ly acceptable salt thereof, wherein; 
M is N or N->0; 

B is selected from the group consisting of: 
(i) phenyl or a heteroaryl of 5 or 6 ring members, 

10 wherein a carbon adjacent to the carbon at the point of 

attachment of said phenyl or heteroaryl ring to A is 
optionally substituted by R^^, the other carbon adjacent 
to the carbon at the point of attachment is optionally 
substituted by R^^, a carbon adjacent to R^^ and two atoms 

15 from the carbon at the point of attachment is optionally 

substituted by R^^, a carbon adjacent to R^^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^^, and any carbon adjacent to both R^^ and 
R^^ is optionally substituted by R^^; 

20 (ii) hydride, trialkylsilyl , C2-C8 alkyl, C3-C8 

alkylenyl, C3-C8 alkenyl, C3-C8 alkynyl, and C2-C8 
haloalkyl, wherein each member of group B is optionally 
substituted at any carbon up to and including 6 atoms 
from the point of attachment of B to A with one or more 

25 of the group consisting of R^^ R", R^*, R^^, and R^^j and- 

(iii) C3-C12 cycloalkyl or a C4-C9 

saturated heterocyclyl, wherein each ring carbon is 
optionally substituted with R^^, a ring carbon other than 
the ring carbon at the point of attachment of B to A is 
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optionally substituted with oxo provided that no more 
than one ring carbon is substituted by oxo at the same 
time, ring carbons and a nitrogen adjacent to the carbon 
atom at the point of attachment are optionally 
5 substituted with or R^^, a ring carbon or nitrogen 

adjacent to the R^ position and two atoms from the point 
of attachment is optionally substituted with R^^ a ring 
carbon or nitrogen adjacent to the R^^ position and two 
atoms from the point of attachment is optionally 

10 substituted with R^^, a ring carbon or nitrogen three 

atoms from the point of attachment and adjacent to the R^° 
position is optionally substituted with R^^, a ring carbon 
or nitrogen three atoms from the point of attachment and 
adjacent to the R^^ position is optionally substituted with 

15 R^^/ and a ring carbon or nitrogen four atoms from the 

point of attachment and adjacent to the R^^ and R^^ 
positions is optionally substituted with R^*; 

R", R", R^S R^^, and R^^ are independently selected 
from the group consisting of hydrido, acetamido, 

2 0 haloacetamido, amidino, guanidino, alkylenedioxy, 

haloalkylthio, alkanoyloxy, alkoxy, hydroxy, amino, 
alkoxyamino, haloalkanoyl , nitro, alkylamino, alkylthio, 
aryl, aralkyl, cycloalkyl, cycloalkylalkyl , heteroaryl, 
heterocyclyl , alkyl sulfonamide, amidosulf onyl , alkyl , 

25 alkenyl, halo, haloalkyl, haloalkenyl, haloalkoxy, 

hydroxyalkyl , alkylamino, carboalkoxy, carboxy, 
carboxamido, cyano, and Q^; 

R% R^°, R^\ R^^/ and R^^ are independently selected 
from the group consisting of hydride, acetamido, 

30 haloacetamido, alkoxyamino, alkanoyl, haloalkanoyl, 

amidino, guanidino, alkylenedioxy, haloalkylthio, alkoxy, 
cycloalkoxy, cycloalkyl alkoxy, aralkoxy, aryloxy, 
heteroaryloxy , heteroaralkoxy, heterocyclyl oxy, 
heterocyclylalkoxy, hydroxy, amino, alkylamino, N-alkyl- 

35 N-arylamino, arylamino, aralkylamino, heteroarylamino, 

heteroaralkyl amino , heterocyclyl amino , 



wo 02/42272 



PCT/USOl/43280 



412 

heterocyclylalkylamino, alkylthio, alkylsulf inyl, 
arylsulf inyl, aralkylsulf inyl, cycloalkylsulf inyl, 
heteroarylsulf inyl, alkylsulf amido, alkylsulf onyl, 
arylsulf onyl, aralkylsulf onyl, cycloalkylsulf onyl, 
heteroarylsulf onyl, atnidosulf onyl , alkyl, aryl, aralkyl, 
cycloalkyl, cycloalkylalkyl, heteroaryl, heterocyclyl , 
halo, haloalkyl, haloalkoxy, hydroxyalkyl , 
hydroxyhaloalkyl , aminoalkyl, carboalkoxy, carboxy, 
carboxyalkyl , carboxamido, and cyano; 

A is a bond or (CH (R") ) pa- (W) wherein rr is 0 or 1, 
pa is an integer selected from 0 through 3, and W' is 
selected from the group consisting of 0, S, C(0), 
(R')NC(O), (R')NC(S), andN(R'); 

r' is selected from the group consisting of hydrido, 
hydroxy and alkyl; 

r" is selected from the group consisting of hydrido, 
hydroxy, halo, alkyl, and haloalkyl; 

Ja is N or C-X°; 

Jb is N or C-R^; 

R^ and X° are independently selected from the group 
consisting of hydrido, alkyl, cyano, halo, haloalkyl, 
haloalkoxy, amino, aminoalkyl, alkylamino, amidino, 
hydroxy, hydroxyamino , alkoxy, hydroxyalkyl, alkoxyamino, 
thiol, and alkylthio; 

r2 is Z°-Q; 

Z° is selected from the group consisting of: 

(i) a bond, (CR"R")q wherein g is 1 or 2, and 
(CH(R") )g-W°- (CH(R") )p wherein g and p are integers 
independently selected from 0 through 3 and W° is selected 
from the group consisting of 0, S, C(0), S(0), N(R") , and 
ON(R*M; and 

(ii) (CH(R"))e-W"-{CH(R"))i, wherein e and h are 
independently 0 or 1 and W^^ is selected from the group 
consisting of CR"=CR*S 1, 2-cyclopropyl, 1, 2-cyclobutyl, 
1,2-cyclohexyl, 1,3-cyclohexyl, 1, 2-cyclopentyl, 1,3- 
cyclopentyl, 2,3-morpholinyl, 2,4-morpholinyl, 2,6- 
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morpholinyl, 3 , 4-Tnorpholinyl, 3, 5-morpholinyl, 1,2- 
piperazinyl/ 1, 3-piperazinyl, 2, 3-piperazinyl, 2,6- 
piperazinyl, 1, 2-piperidinyl, 1, 3-piperidinyl , 2,3- 
piperidinyl, 2,4-piperidinyl, 2, 6-piperidinyl, 3,4- 
piperidinyl , 1,2 -pyrrol idinyl ,1,3 -pyrrol idinyl , 2,3- 
pyrrolidinyl , 2,4 -pyrrol idinyl , 2,5 -pyrrol idinyl , 3,4- 
pyrrol idinyl , 2 , 3 - tetrahydrof uranyl , 2,4- 
tetrahydrof uranyl , 2,5- tetrahydrof uranyl , and 3,4- 
tetrahydrof uranyl , wherein Z° is directly bonded to the 
pyridine ring and W^^ is optionally siibstituted with one or 
more substituents selected from the group consisting of 
R\ R^S and R"; R" and R^^ are independently 

selected from the group consisting of hydrido, hydroxy, 
alkyl, and amino; 

Q is selected from the group consisting of: 

(i) phenyl or a heteroaryl of 5 or 6 ring members, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to is 
optionally substituted by R^, the other carbon adjacent to 
the carbon at the point of attachment is optionally 
substituted by R^^, a carbon adjacent to R^ and two atoms 
from the carbon at the point of attachment is optionally 
substituted by R^°, a carbon adjacent to R" and two atoms 
from the carbon at "the point of attachment is optionally 
substituted by R", and any carbon adjacent to both R^^ and 
R^^ is optionally substituted by R^^, with the proviso that 
Q is other than a phenyl when 2° is a bond; and 

(ii) hydrido with the proviso that Z° is selected 
from other than a bond; 

K is CHR^^ wherein R^^ is selected from the group 
consisting of hydrido, hydroxyalkyl , alkyl, alkoxyalkyl, 
alkylthioalkyl, and haloalkyl; 

E° is selected from the group consisting of a bond, 
C{0)N(H), (H)NC(O), (R'')NS{0)2, and S(0)2N(R') ; 

Y^^ is Q^-Q%- 

is (CR^''R^®)b wherein b is an integer selected from 
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1 through 4, R^*^ is selected from the group consisting of 
hydrido, alkyl, and haloalkyl, and R^® is selected from 
the group consisting of hydrido, alkyl, haloalkyl, aroyl, 
and heteroaroyl with the proviso that there is at least 
one aroyl or heteroaroyl substituent, with the further 
proviso that no more than one aroyl or heteroaroyl is 
bonded to (CR^''R^®)b at the same time, with the still 
further proviso that said aroyl and said heteroaroyl are 
optionally substituted with one or more substituents 
selected from the group consisting of R^% R^'^, R^®, and 
R^^, with another further proviso that said aroyl and 
said heteroaroyl are bonded to the CR^'^R^^ that is directly 
bonded to E°, with still another further proviso that no 
more than one alkyl or one haloalkyl is bonded to a CR^'^R^® 
at the same time, and with the additional proviso that 
said alkyl and haloalkyl are bonded to a carbon other 
than the one bonding said aroyl or said heteroaroyl; 

R^'^ and R^® are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, 
haloalkyl thio, alkoxy, hydroxy, amino, alkoxyamino, 
alkylamino, alkyl thio, alkylsulf inyl , alkylsulf onyl , 
alkanoyl, haloalkanoyl , alkyl, halo, haloalkyl, 
haloalkoxy, hydroxyalkyl, aminoalkyl, and cyano; 

R^^ or R^^ are selected from the group consisting of: 

(i) hydrido, amidino, guanidino, carboxy, 
haloalkylthio, alkoxy, hydroxy, amino, alkoxyamino, 
alkylamino, alkylthio, alkylsulf inyl , alkylsulf onyl , 
alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, 
haloalkoxy, hydroxyalkyl, aminoalkyl, and cyano ; and 

(ii) NR2°r2\ N(R'')C(NR2^)N(R^^) (r2^) , and C (NR^^) NR^^R^S 
with the proviso that R^% R^^ and Q*" are not 
simultaneously hydrido; 

is selected from the group consisting of NR^°R^^, 
hydrido, N(r2^)C (NR^^)N(R") (R=^^) , and C(NR'^)NR"r'% with the 
proviso that no more than one of R^° and R^^ is selected 
from the group consisting of hydroxy, amino, alkylamino, 
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and dialkylamino at the same time and with the further . 
proviso that no more than one of R^^ and R^^ is selected 
from the group consisting of hydroxy, amino, alkylamino, 
and dialkylamino at the same time; 

R'°, R""-, R'S R'% and R^^ are independently 

selected from the group consisting of hydrido, alkyl, 
hydroxy, amino, alkylamino and dialkylamino. 

99. The compound of claim 98 having the structure: 




or a pharmaceutically acceptable salt thereof, wherein; 
M is N or N-^0; 

B is selected from the group consisting of: 
(i) phenyl, 2-thienyl, 3-thienyl, 2-furyl, 3-furyl, 

2- pyrrolyl, 3-pyrrolyl, 2-imidazolyl , 4-iraidazolyl, 3- 
pyrazolyl, 4-pyrazolyl, 2-thiazolyl, 3-isoxazolyl, and 5- 
isoxazolyl, wherein a carbon adjacent to the carbon at 
the point of attachment of said phenyl or heteroaryl ring 
to A is optionally substituted by R^^, the other carbon 
adjacent to the carbon at the point of attachment is 
optionally substituted by R^^, a carbon adjacent to R^^ and 
two atoms from the carbon at the point of attachment is 
optionally substituted by R", a carbon adjacent to R^® and 
two atoms from the carbon at the point of attachment is 
optionally substituted by R^^, and any carbon adjacent to 
both R^^ and R^^ is optionally substituted by R^%- 

{ i i ) hydr ido , ethyl , 2 -propenyl , 2 -propynyl , propyl , 
isopropyl, butyl, 2-butenyl, 2-butynyl, sec-butyl, tert- 
butyl, isobutyl, 2-methylpropenyl, 1-pentyl, 2-pentenyl, ■ 

3- pentenyl, 2-pentynyl, 3-pentynyl, 2-pentyl, 3-pentyl, 
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2 -methylbutyl , 2 -methyl -2 -but enyl , 3 -methylbutyl , 3 
methyl- 2 -butenyl, 1-hexyl, 2-hexenyl, 3-hexenyl, 4- 
hexenyl, 2-hexynyl, 3-hexynyl, 4-hexynyl, 2-hexyl, 1- 
methyl - 2 -pentenyl , 1 -methyl - 3 -pent enyl , 1 -methyl - 2 - 
pentynyl, 1 -methyl- 3 -pentynyl , 3-hexyl/ 1 -ethyl -2- 
biitenyl, 1-heptyl, 2-heptenyl, 3-heptenyl, 4-heptenyl, 5- 
heptenyl , 2 -heptynyl , 3 -heptynyl , 4 -heptynyl , 5-heptynyl , 
2 -heptyl , 1 -methyl - 2 -hexenyl , 1 -methyl - 3 -hexenyl , 1 - 
methyl - 4 -hexenyl , 1 -methyl -2 -hexynyl , 1 -methyl - 3 -hexynyl , 

1 - methyl - 4 -hexynyl, 3 -heptyl, 1 -ethyl -2 -pentenyl, 1- 
ethyl-- 3 -pentenyl , 1 - ethyl -2 -pentynyl , 1 - ethyl -3 -pentynyl , 

2.2.2 - trif luoroethyl , 2,2 -dif luoropropyl , 4 - 
trif luoromethyl-5, 5, 5-trif luoropentyl , 4- 

trif luoromethylpentyl,. 5, 5, 6, 6, 6-pentaf luorohexyl, and 

3 . 3 . 3- trif luoropropyl, wherein each member of group B is 
optionally substituted at any carbon up to and including 
5 atoms from the point of attachment of B to A with one 
or more of the group consisting of R^^, R^^, R^^, R^^, and 
R^^• and 

(iii) cyclopropyl, cyclobutyl, cyclopentyl, 

cyclohexyl, cycloheptyl, oxalan-2-yl, 2- (2R) - 
bicyclo [2.2.1] -heptyl, oxetan-3-yl, azetidin-l-yl, 
azetidin-2-yl, azetidin-3-yl, bicyclo [3.1.0] hexan-6-yl, 

2- morpholinyl, 3-morpholinyl, 4-morpholinyl, 1- 
piperazinyl , 2 -piperazinyl , 1 -piperidinyl , 2 -piperidinyl , 

3 - piperidinyl , 4 -piperidinyl, 1 -pyrrol idinyl, 2- 
pyrrol idinyl , 3 -pyrrol idinyl , 2 -dioxanyl , 2 - 
tetrahydrof uranyl , 3 - tetrahydrof uranyl , 2 - 
tetrahydropyranyl , 3 - tetrahydropyranyl , 4 - 
tetrahydropyranyl, 2-tetrahydrothienyl, and 3- 
tetrahydrothienyl , wherein each ring carbon is optionally 
substituted with R^^, ring carbons and a nitrogen adjacent 
to the carbon atom at the point of attachment are 
optionally substituted with R^ or R", a ring carbon or 
nitrogen adjacent to the R^ position and two atoms from 
the point of attachment is optionally siibstituted with 
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R^°, and a ring carbon or nitrogen adjacent to the R^^ 
position and two atoms from the point of attachment is 
optionally substituted with R^^; 

R^^, R", R^*, R^^, and R^^ are independently selected 
from the group consisting of hydrido, amidino, guanidino, 
methyl, ethyl, methoxy, ethoxy, hydroxy, amino, N- 
methyl amino , dimethyl amino , methoxyamino, methylthio, 
ethyl thio , trif luoromethyl , pentaf luoroethyl , 2,2,2- 
trif luoroethyl , fluoro, chloro, bromo, amidosulfonyl , N- 
methylamidosul f onyl , hydroxymethyl , amidocarbonyl / 
carboxy, cyano, and Q^; 

R^, R^\ and R" are independently selected from the 
group consisting of hydrido, methyl, ethyl, methoxy, 
ethoxy, hydroxy, amino, N- methyl amino, N,N- dimethyl amino, 
methylthio , trif luoromethyl , pentaf luoroethyl , 2,2,2- 
trif luoroethyl, fluoro, chloro, bromo, amidosulfonyl, N- 
methyl amidosulfonyl , N, N-dimethylamidosulf onyl , 
hydroxymethyl , 1 -hydroxyethyl , amidocarbonyl , N- 
methyl amidocarbonyl, carboxy, and cyano; 

R^° and R" are independently selected from the group 
consisting of hydrido, amidino, amidocarbonyl, N- 
methyl amidocarbonyl, N-benzylamidocarbonyl, (2- 
chlorobenzy 1 ) amidocarbonyl , N- ( 3 - 
f luorobenzyl) amidocarbonyl , N- (2 - 
trif luoromethylbenzyl) amidocarbonyl, N- (1- 
phenylethyl) amidocarbonyl , N- (1-methyl-l- 
phenylethyl) amidocarbonyl , N- benzyl amidosulfonyl , N- (2 - 
chlorobenzyl ) amidosulfonyl , N-ethylamidocarbonyl , N- 
isopropylamidocarbonyl , N-propylamidocarbonyl , N- 
isobutyl amidocarbonyl , N- (2 -butyl ) amidocarbonyl , N~ 
cyclobutylamidocarbonyl , N-cyclopentylamidocarbonyl, N- 
cyclohexylamidocarbonyl , guanidino , methyl , ethyl , 
methoxy, ethoxy, hydroxy, hydroxymethyl, 1 -hydroxyethyl , 
2 -hydroxyethyl , carboxy , carboxymethyl , amino , acet amido , 
trif luoromethyl , pentaf luoroethyl , 2,2, 2 -trif luoroethyl , 
trif luoroacet amido, aminomethyl , N-methylamino, 
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dimethylamino, me thoxy amino, amidosulf onyl , N- 
methylamidosulf onyl , N, N-dimethylamidosulf onyl , 
methanesulf onamido, methoxycarbonyl , fluoro, chloro, 
bromo, and cyano; 
5 A is selected from the group consisting of a bond, 

NH, N(CH3), CH2, CH3CH, CH2CH2, and CH2CH2CH2; 

Ja is N or C-X\- 

Jb is N or C-R^; 

. and X"" are independently selected from the group 
10 consisting of hydrido, hydroxy, hydroxymethyl , amino, 

aminomethyl, methylamino, cyano, methyl, trif luoromethyl, 
methoxy, methylthio, trif luoromethoxy, fluoro, and 
chloro ; 

R^ is selected from the group consisting of phenyl, 
15 2-thienyl, 2-furyl, 2rpyrrolyl , 2-imidazolyl, 2- 

thiazolyl, 3-isoxazolyl, 2-pyridyl, and 3-pyridyl, 
wherein a carbon adjacent to the carbon at the point of 
attachment of said phenyl or heteroaryl ring to the 
pyridine ring is optionally substituted by R^, the other 
20 carbon adjacent to the carbon at the point of attachment 

is optionally substituted by R", a carbon adjacent to R^ 
and two atoms from the carbon at the point of attachment 
is optionally substituted by R^°, a carbon adjacent to R" 
and two atoms from the carbon at the point of attachment . 
25 is optionally substituted by R^^ and any carbon adjacent 

.to both R^° and R^^ is optionally substituted by R^S- 
y^^ is Q^-Q%- 

Q° is selected from the group consisting of; 

C [R^^ (benzoyl) (CR'^R^') , C [R^' (2-pyridylcarbonyl) (CR^'R^') b] , 
30 C[R^'(3-pyridylcarbonyl) (CR'^R'')b] , C[R^^(4- 

pyridylcarbonyl) (CR''R'')b] , C[R'''(2- 

thienylcarbonyl) (CR'V)b] , C[R''(3- 

thienylcarbonyl) (CR'^R^')b], C[R''(2- 

thiazolylcarbonyl) (CR'''R'')b] , C[R^^(4- 
35 thiazolylcarbonyl) (CR^V^)b] / andC[R^^(5- 

thiazolylcarbonyl) ( (CR^''R^®)b] / wherein b is an integer 
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selected from 1 through 3, R^'' and are independently 
selected from the group consisting of hydrido, alkyl, and 
haloalkyl, with the proviso that said benzoyl and the 
heteroaroyls are optionally substituted with one or more 
5 substituents selected from the group consisting of R^^, 

R", R^% and R^^ with the proviso that R^"^ and R" are 
optionally substituted at a carbon selected from other 
than the met a and para carbons relative to the carbonyl 
of the benzoyl or heteroaroyl, with the further proviso 

10 that said benzoyl or said heteroaroyl are bonded to the 

carbon directly bonded to amide nitrogen of the 1- 
(amidocarbonymethylene) group, and with the still further 
proviso that is no more than one alkyl or one haloalkyl 
is bonded to a CR^'^R^® at the same time; 

15 R^% R^'^, R", and R^^ are independently selected from 

the group consisting of hydrido, methyl, ethyl, amidino, 
guanidino, methoxy, hydroxy, amino, aminomethyl, 1- 
aminoethyl, 2-aminoethyl , N-methylamino, dimethylamino, 
methyl thio , ethyl thio , trif luoromethylthio , 

2 0 methylsulf inyl, methylsulfonyl, trif luoromethyl, 

pentaf luoroethyl , 2,2, 2 - trif luoroethyl , trif luoromethoxy, 
fluoro, chloro, hydroxymethyl , carboxy, and cyano; 

is C(NR^^)NR"r2^ N(R'')C(NR2')N(R") (R^') ; and 
R^^, R^^, R^^, and R^^ are independently selected from 

25 the group consisting of hydrido, methyl, and ethyl. 

100. The compound of claim 99 or a 

pharmaceutically acceptable salt thereof, wherein; 
M is N->0; 

B is selected from the group consisting of: 
30 (i) 2-aminophenyl, 3-aminophenyl, 3-amidinophenyl/ 

4-amidinophenyl, 3-carboxyphenyl, 3 -carboxy- 5- 
hydroxyphenyl , 3-chlorophenyl, 4-chlorophenyl , 3,4- 
dichlorophenyl , 2 - f luorophenyl , 3 - f luorophenyl , 3,4- 
dif luorophenyl , 3-hydroxyphenyl, 4-hydroxyphenyl/ 3- 
35 methoxyaminophenyl , 3 -raethoxyphenyl , 4-methoxyphenyl, 3- 
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methylphenyl / 4 -methyl phenyl, phenyl, 3- 

trifluoromethyl phenyl , 2 - imidazoyl , 2 -pyridyl , 3 -pyridyl , 
5 - chloro- 3 - trif luoromethyl - 2 -pyridyl , 4 -pyridyl , 2 - 
thienyl, 3-thienyl, and 3 - trif luoromethyl -2 -pyridyl ; 

(ii) hydrido, ethyl, 2-propenyl, 2-propynyl, propyl, 
isopropyl, butyl, 2-butyl, (R)-2-butyl, (S)-2-butyl, 
tert -butyl, isobutyl, 1-pentyl, 3-pentyl, 2-methylbutyl, 
2 , 2 , 2-trif luoroethyl, 6-amidocarbonylhexyl , 4 -methyl -2- 
pentyl , 3-hydroxypropyl , 1-methoxy- 2 -propyl , 2 - 
methoxyethyl , 2 -methyl - 2-butyl , 3 -methyl -2 -butyl , 2 - 
dimethyl aminopropyl , 2 - cyanoe t hyl , 6 -hydroxyhexyl , 2 - 
hydroxyethyl , 2-amidinoethyl, 2-guanidinoethyl, 3- 
guanidinopropyl , 4 -guanidinobutyl , 3 -hydroxypropyl , 4 - 
hydroxybutyl , 6 - cyanohexyl , 2 - dime thylaminoe thyl , 3 - 
methylbutyl , 2 -methylbutyl , (S) -2 -methylbutyl , 3 - 
aminopropyl, 2-hexyl, and 4-aminobutyl; and 

(iii) cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, oxalan-2-yl, 2- (2R) -bicyclo [2 . 2 . 1] -heptyl, 
oxetan-3 -yl , azetidin- 1 -yl , azetidin-2-yl , a2etidin-3 -yl , 
1 -pyrrol idinyl and 1-piperidinyl; 

A is selected from the group consisting of a bond, 
CH2, CH3CH, CH2CH2, and CH2CH2CH2; 
■ Ja is N or C-X°; 
Jb is N or C-R\- 

and X° are independently selected from the group 
consisting of hydrido, hydroxy, hydroxymethyl , amino, 
aminomethyl, cyano, methyl, trif luoromethyl, fluord, and 
chloro ; 

R^ is selected from the group consisting of 3- 
amidocarbonyl -5 -aminophenyl , 3 -amidocarbonyl - 5 - 
aminophenyl, 3-amino-5- (N-benzylamidocarbonyl) phenyl, 3- 
amino-5- (N- (2 -chlorobenzyl) amidocarbonyl) phenyl, 3-amino- 
5- (N- (3-fluorobenzyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- 
( 2 - trif luoromethylbenzyl ) amidocarbonyl ) phenyl , 3 - amino - 5 - 
(N- ( 1 -phenylethyl ) amidocarbonyl ) phenyl , 3 - amino - 5 - (N- (1 - 
methyl - 1 -phenylethyl ) amidocarbonyl ) phenyl , 3 - amino - 5 - (N- 
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benzylamidosulfonyl) phenyl, 3-amino-5- (N- (2- 
chlorobenzyl) amidosulfonyl) phenyl , 3 -amino- 5- (N- 
ethylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
isopropylamidocarbonyl) phenyl, 3-amino-5- (N- 
propylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
isobutylamidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
butyl) amidocarbonyl) phenyl, 3 -amino- 5- (N- 
cyclobutylamidocarbonyl) phenyl, 3-amino-5- (N- 
cyclopentyl amidocarbonyl) phenyl, 3-amino-5- (N- 
cyclohexyl amidocarbonyl ) phenyl , 5 -amino-2 -f luorophenyl , 
3 - amino - 5 - hydroxyme thy Ipheny 1 , 5 - amino - 3 - 
methoxycarbonylphenyl , 3 -amidinophenyl , 3 -amino- 2 - 
methylphenyl , 5 -amino- 2 -methyl thiophenyl , 3 -aminophenyl , 
3 - carboxyphenyl , 3 - carboxy- 5 - aminophenyl , 3 - carboxy- 5 - 
hydroxypheny 1 , 3 - carboxyme thyl - 5 - aminophenyl , 3 - 
carboxymethyl - 5 - hydroxypheny 1 , 3 - carboxyme thylphenyl , 3 - 
chlorophenyl , 2 -chlorophenyl , 3 -cyanophenyl , , 5 - 
diaminophenyl , 3 -dimethyl aminophenyl , 2 - f luorophenyl , 3 - 
f luorophenyl , 2 , 5 -dif luorophenyl , 2 -hydrpxyphenyl , 3 - 
hydroxyphenyl , 3 -methanesulf onylaminophenyl , 2 - 
methoxyphenyl , 3 -methoxyphenyl , 3 -methoxyaminophenyl , 3 - 
methoxycarbonylphenyl , 2 -methyl aminophenyl , 3 - 
methyl aminophenyl , 2 -methylphenyl , 3 -methylphenyl , 4 - 
methylphenyl , phenyl , 3 - trif luoroacetamidophenyl , 3 - 
trif luoromethylphenyl, 2-trif luoromethylphenyl , 5-amino- 
2-thienyl, 5-amino-3-thienyl, 3-bromo-2-thienyl, 3- 
pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 
Y^'^ is Q^-Q%- 

is selected from the group consisting of: 
[CH (benzoyl)] (CHJ^/ [CH (2-pyridylcarbonyl) ] {CH2)b, 
[CH(3-pyridylcarbonyl)] (CHa)^, [CH(4- 
pyridylcarbonyl) ] (CH2)b/ [CH(2- 

thienylcarbonyl) ] (CH2)b/ [CH (3-thienylcarbonyl) 1 (CH2)b/ 
[CH(2-thiazolylcarbonyl)] {CHa)^, [CH(4- . 
thiazolylcarbonyl) ] (CH2)b/ and [CH(5- 
thiazolylcarbonyl) ] (CH2)b/ wherein b is an integer 
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selected from 1 through 3, with the proviso that said 
benzoyl and said heteroaroyls are optionally substituted 
with one or more substituents selected from the group 
consisting of R^^, R^"^, R^% ^and R^^ with the proviso that 
R^"' and R^® are optionally substituted at a carbon selected 
from other than the meta and para carbons relative to the 
carbonyl of the benzoyl or the heteroaroyl, and that 
said benzoyl or said heteroaroyl are bonded to the carbon 
directly bonded to amide nitrogen of the 1- 
(amidocarbonymethylene) group / 

R^^ and R^^ are independently selected from the group 
consisting of hydrido, amidino, amino, aminomethyl, 
methoxy, methylamino, hydroxy, hydroxymethyl , fluoro, 
chloro, and cyano; 

R^'' and R^® are independently selected from the group 
consisting of hydrido, fluoro, chloro, hydroxy, 
hydroxymethyl, amino, carboxy, and cyano; 
is N(R"')C(NR2')N(R'^) (R"'); 
R^^, R^*, R^^, and R^^ are independently hydrido or 
methyl . 

101. The compound of claim 100 or a pharmaceutically 
acceptable salt thereof, wherein; 
M is N->0; 

B is selected from the group consisting of: 
25 (i) 3-aminophenyl, 3-amidinophenyl, 4- 

amidinophenyl , 3-chlorophenyl, 4-chlorophenyl, 3,4- 
dichlorophenyl , 2 - f luorophenyl , 4 -methylphenyl , phenyl , 
2-imidazoyl, 3-pyridyl, 4-pyridyl, and 3-trif luoromethyl- 
2-pyridyl; 

30 (ii) hydrido, ethyl, 2-propenyl, 2-propynyl, propyl, 

isopropyl, butyl, 2-butyl, (R)-2-butyl, (S)-2-butyl, 
tert -butyl, isobutyl, 1-pentyl, 3-pentyl, 2-methylbutyl, 
2,2, 2 - trif luoroethyl , 6-amidocarbonylhexyl , 4 -methyl -2 - 
pentyl, 3-hydroxypropyl, l-methoxy- 2 -propyl, 2- 

35 methoxyethyl , 2 -methyl -2 -butyl, 3 -methyl -2 -butyl, 2- 



10 
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dimethyl aminopropyl , 2 - cyanoethyl , 6 -hydroxyhexyl , 2 - 
hydroxyethyl , 2 -amidinoethyl , 2 -guanidinoethyl / 3 - 
guanidinopropyl , 4 -guanidinobutyl , 3 -hydroxypropyl , 4 - 
hydroxybutyl , 6 -cyanohexyl , 2 -dimethyl aminoethyl , 3 - 
methylbutyl , 2 -methylbutyl , ( S ) - 2 -methylbutyl , 3 - 
aminopropyl, 2-hexyl, and 4-aminobutyl ; and 

(iii) cyclopropyl , cyclobutyl , cyclopentyr, - 

cyclohexyl, oxalan-2-yl, 2- {2R) -bicyclo [2 • 2 . 1] -heptyl, 
oxetan-3 -yl , azetidin-l-yl , azetidin-2 -yl , azetidin-3-yl , 
and 1 -piper idinyl; 

A is selected from the group consisting of a bond, 
CH2, CH2CH2 and CH2CH2CH2; 

Ja is C-X°; 

Jb is C-R\- 

X° is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl , amino, aminomethyl, cyano, 
methyl, trif luoromethyl, and fluoro; 

is selected from the group consisting of hydrido, 
hydroxy, hydroxymethyl , amino, aminomethyl, cyano, 
methyl, trif luoromethyl, and fluoro; 

is selected from the group consisting of 3- 
amidocarbonyl-5"-aminophenyl, 3 -amino- 5- (N- 
benzylamidocarbonyl) phenyl, 3 -amino- 5- (N- (2- 
chlorobenzyl) ami docarbonyl) phenyl , 3 -amino- 5- (N- (3- 
f luorobenzyl) amidocarbonyl) phenyl, 3-amino-5- (N- (2- 
trif luoromethylbenzyl) amidocarbonyl) phenyl , 3 -amino-5- (N- 
(1 -phenyl ethyl) amidocarbonyl) phenyl, 3 -amino-5- (N- (1- 
methyl - 1-phenylethyl ) amidocarbonyl) phenyl , 3 -amino-5- (N- 
benzyl ami dosulfonyl) phenyl, 3 -amino- 5- {N- (2- 
chlorobenzyl) amidosulfonyl) phenyl, 3 -amino-5- (N- 
ethylami docarbonyl ) phenyl , 3 -amino-5 - (N- 
isopropylami docarbonyl ) phenyl , 3 -amino-5 - (N- 
propylamidocarbonyl) phenyl , 3-amino-5- (N- 
isobutyl amidocarbonyl) phenyl , 3 -amino-5- (N- (2 - 
butyl) amidocarbonyl) phenyl , 3-amino-5- (N- 
cyclobutylami docarbonyl ) phenyl , 3 - amino - 5 - (n- 
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cyclopentylamidocarbonyl) phenyl, 3 -amino- 5- (N- 
cyclohexylamidocarbonyl ) phenyl , 3 -aminophenyl , 3 - carboxy- 
5-aminophenyl , 3 -chlorophenyl , 3 , 5 -di aminophenyl, 3- 
di methyl aminophenyl , 3 -hydroxyphenyl , 3 - 
methanesulf onylaminophenyl , 3 -methylaminophenyl , 2 - 
methylphenyl , 3 -methylphenyl , phenyl , 3 - 
trif luoroacetamidophenyl , 3 -bromo-2 - thienyl , 2 -thienyl , 
and 3 -thienyl ; 

Y^^ is selected from the group consisting of 5- 
guanidino-l-oxo-l- {2-thiazolyl) -2-pentyl, 5-guanidino-l- 
oxo-1- (4-thiazolyl) -2-pentyl, 5-guanidino-l-oxo-l- (5- 
thiazolyl) -2-pentyl; 5-guanidino-l-oxo-l- (4-amino-2- 
thiazolyl) -2-pentyl, and 5-guanidino-l-oxo-l-phenyl-2- 
pentyl . 

102. The compound of claim 98 wherein the compound 
is selected from the group consisting of: 




or a pharmaceutically acceptable salt thereof, wherein; 

is 3 -aminophenyl, B is phenyl, A is CH2CH2, Y^*^ is 
5-guanidino-l-oxo-l- (2-thia2olyl) -2-pentyl, is 
aminomethyl, and X° is chloro; 

R^ is 3, 5- di aminophenyl, B is phenyl, A is CH2CH2, Y^ 
is 5-guanidino-l-oxo-l- (2-thiazolyl) -2-pentyl, R^ is 
aminomethyl, and X° is chloro; 

R^ is 3 -carboxy- 5 -aminophenyl, B is phenyl, A is 
CH2CH2, Y^*^ is 5-guanidino-l-oxo-l- {2-thia2olyl) -2-pentyl, 
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is aminomethyl , and X° is chloro; 

is 3 -amino- 5- (N-benzylamidocarbonyl) phenyl , B is 
phenyl, A is CH2CH2, Y^"^ is 5-guanidino-l-oxo-l- (2- 
thiazolyl) -2-pentyl, R^ is aminomethyl, and X"^ is chloro ; 
5 R^ is 3,5-diaTninophenyl, B is isopropyl, A is single 

bond, Y^^ is 5-guanidino-l-oxo-l- (2-thia2olyl) -2-pentyl, R^ 
is aminomethyl , and X° is chloro; 

R^ is 3-carboxy-5-aminophenyl, B is isopropyl, A is 
single bond, Y^*^ is 5-guanidino-l-oxo-l- (2-thiazolyl) -2- 
10 pentyl, R^ is aminomethyl , and X° is chloro; 

R^ is 3 -amino- 5 - (N-benzylamidocarbonyl) phenyl, B is 
isopropyl, A is single bond, Y^*^ is 5-guanidino-l-oxo-l- 
(2-thiazolyl) -2-pentyl, R^ is aminomethyl, and X° is 
chloro; 

15 R^ is 3,5-diaminophenyl, B is cyclobutyl, A is single 

bond, Y^'^ is 5-guanidino-l-oxo-l- (2-thiazolyl) -2-pentyl, R^ 
is aminomethyl, and X° is chloro; 

R^ is 3-carboxy-5-aminophenyl, B is cyclobutyl, A is 
single bond, Y^^ is 5-guanidino-l-oxo-l- (2-thiazolyl) -2- 

2 0 pentyl, R^ is aminomethyl, and X^ is chloro; 

R^ is 3 -amino-5- (N-benzylamidocarbonyl) phenyl, B is 
cyclobutyl, A is single bond, Y^^ is 5-guanidino-l-oxo-l- 
(2-thiazolyl) -2-pentyl, R^ is aminomethyl, and X° is 
chloro; 

25 R^ is 3-aminophenyl, B is phenyl, A is CH2CH2, Y^'^ is 

5-guanidino-l-oxo-l- (2-thiazolyl) -2-pentyl, R^ is chloro,, 
and X° is hydrido; 

r2 is 3,5-diaminophenyl, B is phenyl, A is CH2CH2, Y^*^ 
is 5-guanidino-l-oxo-l- (2-thiazolyl) -2 -pentyl, R^ is 
30 chloro, and X° is hydrido; 

R^ is 3-carboxy-5-aminophenyl, B is phenyl, A is 
CH2CH2, Y^"^ is 5-guanidino-l-oxo-l- (2-thiazolyl) -2-pentyl, 
R^ is chloro, and X'' is hydrido; 

R^ is 3 -amino- 5- (N-benzylamidocarbonyl) phenyl, B is 
35 phenyl, A is CH2CH2, Y^^ is 5-guanidino-l-oxo-l- (2- 

thiazolyl) -2 -pentyl, R^ is chloro, and X"" is hydrido; 
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is 3, 5-diaminophenyl, B is isopropyl, A is single 
bond, Y^*^ is 5-guanidino-l-oxo-l- (2-thiazolyl) -2-pentyl, 
is chloro, and is hydrido; 

R^ is 3~carboxy-5-aminophenyl, B is isopropyl, A is 
single bond, Y^^ is 5-guanidino-l-oxo-l- (2-thiazolyl) -2- 
pentyl, R^ is chloro, and X° is hydrido; 

R^ is 3-amino-5- (N-benzylamidocarbonyl) phenyl, B is 
isopropyl, A is single bond, Y^^ is 5-guanidino-l-oxo-l- 
(2-thia2olyl) -2-pentyl, R^ is chloro, and X° is hydrido; 

R^ is 3 , 5-diaminophenyl , B is cyclobutyl, A is single 
bond, Y^"^ is 5-guanidino-l-oxo-l- (2-thiazolyl) -2-pentyl, R^ 
is chloro, and X° is hydrido; 

R^ is 3-carboxy-5-aminophenyl, B is cyclobutyl, A is 
single bond, Y^'^ is 5-guanidino-l-oxo-l- {2-thiazolyl) -2- 
pentyl, R^ is chloro, and X° is hydrido; 

R^ is 3 -amino- 5- (N-benzylamidocarbonyl) phenyl, B is 
cyclobutyl, A is single bond, Y^^ is 5-guanidino-l-oxo-l- 
(2-thiazolyl) -2-pentyl, R^ is chloro, and X"" is hydrido. 

20 103. A composition for inhibiting thrombotic 

conditions in blood comprising a compound of each of 
claims 2, 3, 12, 66, 73, 81, 89, 97, or 102- and a 
pharmaceutically acceptable carrier, 

104. A method for inhibiting thrombotic conditions 
25 in blood comprising adding to blood a therapeutically 

effective amount of the composition of claim 103. 

105. A method for inhibiting formation of blood 
platelet aggregates in blood comprising adding to blood a 
therapeutically effective amount of the composition of 

30 claim 103. 

- 106 . A method for inhibiting thrombus formation in 
blood comprising adding to blood a therapeutically 
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effective amount of the composition of claim 103 . 

107- A method for treating or preventing venuous 
thromboembolism and pulmonary embolism in a mammal 
comprising administering to the mammal a therapeutically 
5 effective amount of the composition of claim 103. 

108. A method for treating or preventing deep vein 
thrombosis in a mammal comprising administering to the 
mammal a therapeutically effective amount of the 
composition of claim 103. 

109. A method for treating or preventing cardiogenic 
thromboembolism in a mammal comprising administering to 
the mammal a therapeutically effective amount of the 
composition of claim 103. 

110. A method for treating or preventing 
thromboembolic stroke in humans and other mammals 
comprising administering to the mammal a therapeutically 
effective amount of the composition of claim 103. 

111. A method for treating or preventing thrombosis 
associated with cancer and cancer chemotherapy in humans 
and other mammals comprising administering to the mammal 
a therapeutically effective amount of the composition of 
claim 103. 

112. A method for treating or preventing unstable 
angina in humans and other mammals comprising 
administering to the mammal a therapeutically effective 
amount of the composition of claim 103. 

113. A method for inhibiting thrombus formation in 
blood comprising adding to blood a therapeutically 
effective amount of a compound of each of claims 2, 3, 



10 



15 



20 



25 



wo 02/42272 



PCT/USOl/43280 



428 



12, 66, 12, 81, 89, 97, or 102 with a therapeutically 
effective amount of fibrinogen receptor antagonist. 



114, A compound having the structure; 




wherein 

Xi, X2, X5, and Xg are members of a heterocyclic or 

aromatic core ring, 

Xi and X2 are independently carbon or nitrogen, 

X5 and Xg are independently carbon, nitrogen, oxygen 

or sulfur, provided when X5 is carbon it is -CH=:, -C{F) = 

or 

-C(Br)=; 

T3 is hydroxy, alkoxy, sxibstituted alkoxy, or 
substituted amino; 

T4 is -CI, -Br, -I, -S{CH3)^or -OSOgCCFa); 

Zl is hydrocarbyl, or substituted hydrocarbyl ; and 

22 is a hydrogen bond acceptor covalently or datively 
bonded to X2. 

115- A compound having the structure: 
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wherein 

Xi, X2, X5, and Xg are metnbers of a heterocyclic or 

aromatic core ring, 

Xi and X2 are independently carbon or nitrogen, 

X5 and Xg are independently carbon, nitrogen, oxygen 

or sulfur, provided when X5 is carbon it is -CH=, -C(F) = 

or 

-C(Br)=; 

Z4 comprises hydrocarbyl, substituted hydrocarbyl or 
a 5 or 6 membered heterocyclic or carbocyclic ring, the 
ring atoms of the 5 or 6 membered heterocyclic or 
carboxylic ring of Z4 being carbon, nitrogen, oxygen, or 
sulfur; 

Zi is hydrocarbyl, or substituted hydrocarbyl; and 
Z2 is a hydrogen bond acceptor covalently or datively 
bonded to Xg. 

116. A compound having the structure: 



R70 




wo 02/42272 



PCT/DSOl/43280 



430 



Wherein 



Zi, Z2, Z3, Z4, L3, X2/ X3, X41 and X5 are as defined 
in claim 1/ 

Xg is independently carbon or nitrogen; 

X7 and Xq are independently a covalent bond, carbon, 
nitrogen, oxygen or sulfur; 

Xg is carbon substituted with a methylene group or 
carbon substituted with an ethylene group wherein said 
methylene or ethylene group covalent ly links X^ and Z^; 

n is 0 to 2; and 

R70 and Rqo are independently selected from the group 
consisting of hydrogen, halogen, amino, hydrocarbyl, 
substituted hydrocarbyl, aryl, wherein aryl is phenyl 
either unsubstituted or substituted with hydroxy, amino, 
C1-C6 alkyl, C3-C8 cycloalkyl, or halogen provided that R70 
is not present when X7 is a bond and Rqo is not present 
when Xq is a bond; or R70 and Rqq, along with the ring atoms 
to which each is attached, form a 5 or 6 membered 
saturated ring. 

117. A compound having the structure: 



wherein 

Z^ , Z2 / Z^ , Z^ , X^^ , X2 / X3 , X^ / and X= are as defined in 
claim 1; 

Xg is independently carbon or nitrogen; 
X7 and Xe are independently a covalent bond, carbon, 
nitrogen, oxygen or sulfur; 
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X9 is carbon substituted with a methylene group or 
carbon substituted with an ethylene group wherein said 
methylene or ethylene group covalently links Xg and Z^; 

n is 0 to 2; and 

R70 and Rqo are independently selected from the group 
consisting of hydrogen, halogen, amino, hydrocarbyl, 
substituted hydrocarbyl, aryl, wherein aryl is phenyl 
either unsubstituted or substituted with hydroxy, amino, 
C1-C6 alkyl, C3-C8 cycloalkyl, or halogen provided that R70 
is not present when X7 is a bond and Rqq is not present 
when Xg is a bond; or R70 and Rqq/ along with the ring atoms 
to which each is attached, form a 5 or 6 membered 
saturated ring. 



